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MR-SIGNAL EMITTING COATINGS 

pRnss-REFEPraNjnF. to rel atpfi appt jcations 
This application is a continuation-in-part of and claims priority to U.S. AppUcation 
5 No. 10/096,368 filed on March 12, 2002 which is a continuation of and claims priority to 
U.S. AppUcation No. 09/105,033 which was filed on June 25, 1998 and issued as U.S. 
Patent No. 6,361,759 on March 26, 2002 and claims the benefit of the priority date under 

-»T ^ninoic o^n H/TowO/i 1Q08 This 

35 U.S.C. §119 of U.S. Provisional Appucauon ino. ou/uou,oi / , x.xw« — , 

application claims priority to each of these applications and hereby fiaUy incorporates the 
10 subject matter of each of these appUcations. 

cjTAT^A^MT RPGARDTNG T^T)^^ AT.LY SPONSORED. 
i>T;gT?j ^i?rrRmir >RVP.T.nPMENT 

This invention was made with Government support under Grant Nos. NIH 1 ROI 

15 HL57983; NIH 1 R29 HL57501 awarded by the National Institutes of Health, and NSF- 

DMR 9711226, 0084301 and NSF-EEC 8721845(ERC) awarded by the National Science 

Foundation. The U.S. Government has certain rights in this mvention. 

ttAncrTPOUNr > thf. tnvention 
20 This invention relates in general to coatings that emit magnetic resonance signals 

and in particular, to such coatings containing paramagnetic metal ions, and to a process for 
coating devices and implants with such coatings so that these devices are readily visuaUzed 
in magnetic resonance images during diagnostic or therapeutic procedures done m 
conjunction with magnetic resonance unaging (MRI). 
25 Since its introduction, magnetic resonance (MR) has been used to a large extent 

solely for diagnostic appUcations. Recent advancements in magnetic resonance imaging 
now make it possible to replace many diagnostic examinations previously perfomied witii 
x-ray imaging with MR techniques. For example, the accepted standard for diagnostic 
assessment of patients with vascular disease was, until quite recentiy, x-ray angiography. 
30 Today, MR angiographic techniques are increasingly being used for diagnostic evaluation 
of tiiese patients. In some specific instances such as evaluation of patients suspected of 
having atiieroscleroic disease of tixe carotid arteries, tiie quaUty of MR angiograms, 
particularly if they are done in conjunction witii contrast-enhancement, reaches tiie 
diagnostic standards previously set by x-ray angiography. 
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More recently, advances in MR hardware and imaging sequences have begun to 
permit the use of MR for monitoring and control of certain therapeutic procedures. That 
is, certain therapeutic procedures or therapies are performed using MR imaging for 
monitoring and control. In such instances, the instruments, devices or agents used for the 

5 procedure and/or implanted during the procedure are visualized using MR rather than with 
x-ray fluoroscopy or angiography. The use of MR in this manner of image-guided therapy 
is often referred to as interventional magnetic resonance (interventional MR). These early 
applications have included monitoring ultrasound and laser ablations of tumors, guiding 
the placement of biopsy needles, and monitoring the operative removal of tumors. 

10 Of particular interest is the potential of using interventional MR for the monitoring 

and control of endovascular therapy. Endovascular therapy refers to a general class of 
minimally-invasive interventional (or surgical) techniques which are used to treat a variety 
of diseases such as vascular disease and tumors. Unlike conventional open surgical 
techniques, endovascular therapies utilize the vascular system to access and treat the 

15 disease. For such a procedure, the vascular system is accessed by way of a peripheral 
artery or vein such as the coromon femoral vein or artery. Typically, a small incision is 
made in the groin and either the conmion femoral artery or vein is punctured. An access 
sheath is then inserted and through the sheath a catheter is introduced and advanced over a 
guide-wire to the area of interest. These maneuvers are monitored and controlled using x- 

20 ray fluoroscopy and angiography Once the catheter is properly situated, the guide-wire is 
removed from the catheter lumen, and either a therapeutic device (e.g., balloon, stent, coil) 
is inserted with the appropriate delivery device, or an agent (e.g., embolizing agent, anti- 
vasospasm agent) is injected through the catheter. In either instance, the catheter functions 
as a conduit and ensures the accurate and locaUzed delivery of the therapeutic device or 

25 agent to the region of interest. After the treatment is completed, its delivery system is 
withdrawn, i.e., the catheter is withdrawn, the sheath removed and the incision closed. 
The duration of an average endovascular procedure is about 3 hours, although difficult 
cases may take more than 8 hours. Traditionally, such procedures have been performed 
under x-ray fluoroscopic guidance. 

30 Performing these procedures under MR-guidance provides a number of advantages. 

Safety issues are associated with the relatively large dosages of ionizing radiation required 
for x-ray fluoroscopy and angiographic guidance. While radiation risk to the patient is of 
somewhat less concern (since it is more than offset by the potential benefit of the 
procedure), exposure to the interventional staff can be a major problem. In addition, the 
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adverse reactions associated with MR contrast agents is considerably less than that 
associated with the iodinated contrast agents used for x-ray guided procedures. 

Other advantages of MR-guided procedures include the abiUty to acquire three- 
dimensional images. In contrast, most x-ray angiography systems can only acquire a series 
5 of two-dimensional projection images. MR has clear advantages when multiple 
projections or volume refomiatting are required in order to understand the treatment of 
complex three-dimensional vascular abnormalities, such as arterial-venous malformations 

^ .-. ~^.^ni+iira +<-> mMCiirfiTnent of a VarictV of 

(AVMs) and aneurysms, funnerraoic, ivuv lo ov.iiDit.Yv ^ 

"functional" parameters including temperature, blood flow, tissue perfusion, diffusion, and 
10 brain activation. This additional diagnostic information, which, in principle, can be 
obtmed before, during and immediately after therapy, camiot be acquired by x-ray 
fluoroscopy alone. It is likely that once suitable MR-based endovascular procedures have 
been developed, the next challenge will be to integrate this functional mfoimation with 
conventional anatomical imaging and device tracking. 

Currently, both "active" and "passive" approaches are being used for visuahzation 
and monitoring of the placement of devices and materials used for therapeutic procedures 
done using MR guidance. When active tracking is used, visualization is accomplished by 
incorporating one or more small radio-frequency (RF) coUs into the device. e.g.. a catheter. 

The position of the device is computed from MR signals generated by these coils 
and detected by MR imager. TUs information is superimposed on an anatomical "road 
map" image of the area in which the device is being used. The advantages of active 
tracking include excellent temporal and spatial resolution. However, active methods allow 
visualization of only a discrete point(s) on the device. Typically, only the tip of the device 
is "active". i.e., visuahzed. Although it is possible to incorporate multiple RF coils (4-6 on 
25 typical cUnical MR systems) into a device, it is still impossible to determine position at 
more than a few discrete points along the device. While this may be acceptable for 
tracking rigid biopsy needles, this is a significant limitation for tracking flexible devices 
such as those used in endovascular therapy. Furthermore, intravascular heating due to RF- 
induced currents is a concern with active methods. 
30 The attachment of coils onto flexible catheters presents numerous challenges in 

maintaining the functionality of the catheter as these coils result in changes in the 
mechanical properties of the catheter onto which they are incorporated. Ladd et al. [Ladd 
et al., Proc. ISMRM (1997) 1937] have addressed some of the deficiencies of an active 
catheter by designing a RF coil that wraps about the catheter. 
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This allows visualization of a considerable length of a catheter, but still does not 
address the problems of RF heating and the mechanical changes which degrade catheter 
performance. 

One technique for passive tracking is based on the fact that some devices do not 

5 emit a detectable MR signal and also cause no artifacts in the MR image. This results in 
such a device being seen as an area of signal loss or signal void in the MR hnages. By 
tracking or following the signal void, the position and motion of such a device can be 
determined. One advantage of passive tracking methods over active methods is that they 
do allow "visualization" of the entire length of a device. Since air, cortical bone and 

10 flowmg blood are also seen in MR images as areas of signal voids, the use of signal void is 
generally not appropriate for tracking devices used in interventional MR. Another 
technique of passive tracking utilizes the fact that some materials cause a magnetic 
susceptibiUty artifact (either signal enhancement or signal loss) that causes a signal 
different from the tissue in which they are located. Some catheters braided with metal, 

15 some stents and some guide-wires are examples of such devices. One problem with the 
use of these techniques based on susceptibility artifacts is the fact that those used for 
localization of the device does not correspond precisely with the size of the device. This 
makes precise localization difficult. 

A number of published reports describe passive catheter visualization schemes 

20 based on signal voids or susceptibility-induced artifacts. A principal drawback of these 
passive techniques is that visualization is dependent on the orientation of the device with 
respect to the main magnetic field. 

Despite recognition and study of various aspects of the problems of visuahzation of 
medical devices in therapeutic, especially endovascular, procedures, the prior art has still 

25 not produced satisfactory and reUable techniques for visualization and tracking of the 
entire device in a procedure under MR guidance. 

BRIEF SUMMARY OF THE INVENTION 
The present invention provides a process for coating medical devices so that the 
30 devices are readily visuaUzed, particularly, in T, weighted magnetic resonance images. 
Because of the high signal caused by the coating, the entirety of the coated devices can be 
readily visuaUzed during, e.g., an endovascular procedure. 

The foregoing, and other advantages of the present invention, are reaUzed in a 
magnetic resonance (MR) signal-emitting coating which includes a paramagnetic metal 
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ion-containing polymer complex and a method of visualizing medical devices in magnetic 
resonance imaging, which includes the step of coating the devices with the paramagnetic- 
ion containing polymer. Specifically, the present invention provides a coating for 
visualizing medical devices in magnetic resonance imaging, comprismg a complex of 
5 formula (I): 

P-X-L-M^ (I) 
wherein P is a polymer, X is a sxuface functional group, L is a chelate, M is a paramagnetic 
. .. J „ : tv-ot o nT m-p.at*.r Thp! nnlvmet P mav be a base polymer from 

which a medical device is made. 
10 In another aspect, the invention is a coating for visuahzing medical devices in 

magnetic resonance imaging, comprising a complex of formula (II): 

P-X-J-L-M^ (n) 
wherein P is a polymer. X is a surface functional group, L is a chelate, M is a paramagnetic 
ion, n is an integer that is 2 or greater and J is the hnker or spacer molecule. The polymer 
15 P may be a base polymer from which a medical device is made. 

In a further aspect, the invention is a magnetic resonance imaging system which 
includes a magnetic resonance device for generatmg a magnetic resonance image of a 
target object (as defined hereinafter) in an imaging region (as defined hereinafter) and an 
instrument for use with the target object in the imaging region. The instrument mcludes a 
20 body sized for use in the target object and a polymeric-paramagnetic ion complex coating 
in which the complex is represented by formula (I) through (V) as set forth below in the 
detailed description. 

In yet another aspect, the invention is a method for visualizing medical devices in 
magnetic resonance imagmg which includes the steps of (a) coating the medical device 

25 with a polymeric-paramagnetic complex of formula 0) through (V) as set forth below in 
the detailed description; (b) positioning the device within a target object and (c) imaging 
the target object and coated device. 

In a further aspect, the invention provides a method of making a medical device 
magnetic-resonance imageable. The method comprises providing a coating on the medical 

30 device in which a paramagnetic-metal ionychelate complex is encapsulated by a fu^t 
hydrogel. A chelate of the paramagnetic-metal-ion/chelate complex is linked to a 
functional group, and the fimctional group is an amino group or a caiboxyl group. The 
paramagnetic-metal ion may, but need not be, designated as M^. wherein M is a 
lantiianide or a transition metal which is iron, manganese, chromium, cobalt or nickel, and 
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n is an integer that is 2 or greater. In one embodiment, at least a portion of the medical 
device may be made from a solid-base polymer, and the method further comprises treating 
the soUd-base polymer to yield the functional group thereon. Accordmgly, the complex is 
covalently linked to the medical device. In another embodiment, the functional group may 

5 be a functional group of a polymer that is not covalently linked to the medical device. In a 
different embodiment, the functional group may be a functional group of a second 
hydrogel. The first and second hydrogels may be the same or different. A cross-linker 
may also be used to cross-link the first hydrogel with the soUd-base polymer, the polymer 
not covalently linked to the medical device or the second hydrogel, depending upon the 

10 embodiment. 

In another aspect, the invention provides a medical device capable of being 
magnetic-resonance imaged. The device comprises a chelate linked to a functional group. 
The functional group may be an amino or a carboxyl group. The device also comprises a 
paramagnetic-metal ion that is coordinated with the chelate to form a paramagnetic-metal- 

15 ion/chelate complex. The device also comprises a first hydrogel that encapsulates the 
paramagnetic-metal-ion/chelate complex. The paramagnetic-metal ion may, but need not 
be, designated as M^, wherein M is a lanthanide or a transition metal which is iron, 
manganese, chromium, cobalt or nickel, and n is an integer that is 2 or greater. In one 
embodiment, at least a portion of the medical device may be made from a solid-base 

20 polymer, and the functional group is a functional group on the solid-base polymer. 
Accordingly, the complex is covalently linked to the medical device. In another 
embodiment, the functional group may be a fiinctional group of a polymer that is not 
covalently linked to the medical device. In a different embodiment, the functional group 
may be a functional group of a second hydrogel. The first and second hydrogels may be 

25 the same or different. A cross-linker may also be used to cross-link the first hydrogel with 
the sohd-base polymer, the polymer not covalently linked to the medical device or the 
second hydrogel, depending upon the embodiment. 

In yet another aspect, the invention provides a method of reducing the mobility of 
paramagnetic metal ion/chelate complexes covalently finked to a soUd polymer substrate 

30 of a medical device. This method includes providing a medical device having 
paramagnetic metal ion/chelate complexes covalently Unked to the soUd polymer substrate 
of the medical device. The method also includes encapsulating at least a portion of the 
medical device having at least one of the paramagnetic metal ion/chelate complexes 
covalently linked thereto with a hydrogel. The hydrogel reduces the mobility of at least 
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one of the paramagnetic metal ion/chelate complexes, and thereby enhances the magnetic 
resonance imageability of the medical device. 

In a further aspect, the invention provides a method of manufacturing a magnetic- 
resonance-imageable medical device. The method comprises providing a medical device 
5 and cross-linking a chain with a first hydrogel to form a hydrogel overcoat on at least a 
portion of the medical device. The paramagnetic-metal-ion/chelate complex is linked to 
the chain. The paramagnetic-metal ion may, but need not be, designated as M"\ wherein M 

alt f>r ninVftl . 

is a lanthanide or a transition metal wmcn is iron, luaii^mioo^, y.^^^.. — . 

and n is an integer that is 2 or greater. The chain may be a polymer chain or a hydrogel. 
10 In one embodiment, the medical device has a surfece, and the surface may be at least 

partially made from or coated with a solid-base polymer, which includes the polymer 

chain. The complex is thereby covalently linked to the medical device. In another 

embodiment, the polymer chain is not linked to the medical device. In yet another 

embodiment, the chain is a second hydrogel. 
15 Other advantages and a fuller appreciation of the specific attributes of this 

invention will be gained upon an examination of the following drawings, detailed 
description of preferred embodiments, and appended claims. It is expressly understood 
that the drawings are for the purpose of illustration and description only, and are not 
intended as a definition of the limits of the invention. 
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TiUWF nRSCRIPT TON OF THE DRAWINGS 
The preferred exemplary embodiment of the present invention will hereinafter be 
described in conjunction with the appended drawing wherein hke designations refer to Uke 
elements throughout and in which: 
25 Figure 1 is a schematic representation of the three-step coating method in 

accordance with the present invention; 

Figure 2 is a schematic representation of the four-step coating method using a 

linko: agent; 

Figures 3 and 3A are schematic representations of a capacitively coupled RF 
30 plasma reactor for use in the method of the present mvention. Figure 3A being an enlarged 
view of the vapor supply assemblage of the plasma reactor of Figure 3; 

Figure 4 is several MR images of coated devices in accordance with the present 

invention; 

Figure 5 is temporal MR snapshots of a Gd-DTPA-filled catheter. 
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Figure 6 is temporal MR snapshots of a Gd-DTPA-fiUed catheter moving in the 
common carotid of a canine; 

Figm-e 7 is temporal MR snapshots of a Gd-DTPA-fiUed catheter in a canine aorta; 

Figure 8 is a schematic showing one example of a chemical synthesis of the present 
5 invention by which an existing medical device can be made MR-imageable. More 
particularly, Figure 8 shows the chemical synthesis of linking DTPA[Gd(III)] to the 
surface of a polymer-based medical device and the encapsulation of the device with a 
hydrogel. 

Figure 9 is a diagram showing hydrogel encapsulation of three samples to undergo 

10 MR-imageability testing. 

Figure 10 is a temporal MR snapshot showing the MR-imageability of three 
samples in three different media (namely yogurt, saline and blood) after being introduced 
therein for 15+ minutes, wherein 1 is polyethylene ("PE")/agarose; 2 is PE- 
DTPA[Gd(ffl)]/ agarose; and 3 is PE/ (DTPA[Gd(III)+agarose) in yogurt, saUne. and 

15 blood 15 minutes later. The upper and lower frames represent different slices of the same 
image. 

Figure 11 is a temporal MR snapshot showing the MR-imageability of three 
samples in three different media (namely yogurt, saline and blood) after being introduced 
therein for 60+ minutes, wherein 1 is PE/ agarose; 2 is PE-DTPA[Gd(ni)]/ agarose; and 3 
20 is PE/ (DTPA[Gd(III)+agarose); in yogurt, saline, and blood 60+ minutes later. 

Figure 12 is a temporal MR snapshot showing the MR-imageability in a 
longitudinal configuration of three samples in three different media (namely yogurt, saline 
and blood) after being introduced therein for 10+ hours, wherein 1 is PE/ agarose; 2 is PE- 
DTPA[Gd(in)]/ agarose; and 3 is PE/ (DTPA[Gd(III)+agarose); in yogurt, saline, and 

25 blood 10+ hours later. 

Figure 13 is a schematic representation of one example of the second embodiment 
of the invention, wherein a polyethylene rod surface coated with amine-linked polymers is 
chemically linked with DTPA, which is coordinated with Gd(III). The rod, polymer, 
DTPA and Gd(III) are encapsulated with a soluble gelatin, which is cross-hnked with 

30 glutaraldehyde to form a hydrogel overcoat. In other words. Figure 13 shows the chemical 
structure of a MR signal-emitting coating polymer-based medical device in which 
DTPA[Gd(ni)] was attached on the device surface, and then encapsulated by a cross- 
linked hydrogel. 
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Figure 14 shows the chemical details for the example schematically represented in 

Figure 13. . 
Figure 15 is a temporal MR snapshot of a DTPA[Gd(IID] attached and then gelatn 

encapsulated PE rod in a canine aorta. More particularly. Fig. 15 is a MR maximmn- 

5 intensity-projection (MIP) image, using a 3D RF spoiled gradiant-recalled echo (SPRG) 

sequence in a live canine aorta, of an example of the second embodiment of the mvention 

shown in Figure 13 with dry thickness of the entire coating of 60nm. The length of coated 

PE rod is about 40 cm with a diameter ot about z nrni. xuc unag. v,«. «>.n 

minutes after the rod was inserted into the canine aorta.Figure 16 is a schematic 

10 representation of one example of the third embodhnent of the invention, wherem a 

polymer with an amine functional group is chemically linked with DIPA, coordinated 

with GdCni) and mixed with soluble gelatm. The resulting mixture is apphed onto a 

medical device surface without prior treatment and cross-linked with glutaraldehyde to 

form a hydrogel overcoat. In other words, Fig. 16 shows the chemical structure of a MR 

15 signal-emitting hydrogel coating on the surfece of a medical device in which a 

DTPA[Gd(IID] linked primary polymer was dispersed and cross-linked with hydrogel. 

Figure 17 shows the chemical details for the example schematically i^resented m 

Figure 16. . , , 

Figure 18 is a temporal MR snapshot of a guide-wire with a fiinctional gelatm 
20 coating in which a DTPA[Gd(ni)] linked polymer was dispersed and cross-linked with 
gelatm. More particularly. Fig. 18 is a MR maximum-intensity-projection (MIP) miage. 
using a 3D RF spoiled gradiant-recalled echo (SPRG) sequence in a Uve canine aorta, of an 
example of the third embodiment of the invention shown in Figure 16 with dry thickness 
of the entire coatmg of about 60m, but with a guide-wire mstead of polyelhylene. The 
25 Iengthofcoatedguidewireisabout60cmwiththediameterofabout0.038in. THemiage 
was acquired 10 minutes after the guide-wire was inserted into the canine aorta. 

Figure 19 is a schematic representation of one example of the fourth embodhnent 
of the mvention, wherein gelatin is chemically linked with DITA, which is coordinated 
with Gdm and mixed with soluble gelatin. The resulting mixture of gelatm and 
30 DTTA[Gd(IID] complex coats the surface of a medical device, and is then cross-linked 
with glutaraldehyde to form a hydrogel coat with DTTA[Gd(IID] dispersed therem. hi 
other words. Fig 19 shows the chemical structure of a MR signal-emitting hydrogel 
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coating on the surface of a medical device in which a DTPA[Gd(III)] linked hydrogel, 
gelatin, was dispersed and cross-linked. 

Figure 20 shows the chemical details for the example schematically represented in 

Figure 19. 

5 Figure 21 is a temporal MR snapshot of a guide-wire with a functional gelatin 

coating in which a DTPA[Gd(III)] linked gelatm was dispersed and cross-linked. More 
particularly, Fig. 21 shows a MR maximum-intensity-projection (MIP) image, using a 3D 
RF spoiled gradiant-recalled echo (SPRG) sequence in a Uve canine aorta, of the example 
of the fourth embodiment of the invention shown in Figure 19 with dry thickness of the 

10 entire coating of 60^m, but with a guide-wire instead of polyethylene. The length of 
coated guide wire is about 60 cm with the diameter of about 0.038 in. The image was 
acquired 30 minutes after the rod was inserted into the canine aorta. 

Figure 22 is a temporal MR snapshot of a catheter with a functional gelatin coating 
in which a DTPA[Gd(in)] linked gelatin was dispersed and cross-linked. More 

15 particularly. Fig. 22 shows a MR maximum-intensity-projection (MIP) image, using a 3D 
RF spoiled gradiant-recalled echo (SPRG) sequence in a live canine aorta, of tiie example 
of the fourth embodiment of the invention shown in Figure 19 with dry thickness of the 
entire coating of 30nm, but with a guide wire instead of polyethylene. The length of coated 
guide wire is about 45 cm with a diameter of about 4 F. The image was acquired 20 

20 minutes after the rod was inserted into the canine aorta. 

nPT AH .HP DESCRTPTTON OF THE TNVENTION 
The present invention relates broadly to coatmg that are capable of emitting 
magnetic resonance signals. The present invention is most particularly adapted for use in 
25 coating medical devices so that they are readily visuaUzed in magnetic resonance images. 
Accordingly, the present invention wUl now be described in detail with respect to such 
endeavors; however, those skilled in the art will appreciate that such a description of the 
invention is meant to be exemplary only and should not be viewed as restrictive of the full 
scope thereof. 

30 The present invention provides coatings containing paramagnetic ions. The 

coatings of the present invention are characterized by an ability to emit magnetic 
resonance signals and to permit visualization of the entirety of a device or instrument so 
coated as used in interventional MR procedures. The coatings are also of value for 
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providmg improved visibility in interoperative MR of surgical instruments after being 
coated with the signal-enhancing coatings of the present invention. Tho miproved 
visualization of implanted devices so coated, e.g., stents, coils and valves, may find a 
whole host of applications in diagnostic MR. These attributes of the coating in accordance 
5 with the present invention are achieved through a novel combination of physical properties 

and chemical functionalities. 

In the following description of the method of the invention, coating-process steps 

i L 1 *^^ocioiir<a nnlpss otherwise 

are carried out at room temperature ^Kij anu aiuiu«pu.x.u ^.v... 

specified. 

Throughout the specification, the temi "medical device" is used in a broad sense to 
refer to any tool, instrument or other object (e.g., a catheter, biopsy needle, stent etc.) 
employed to perform or be useful in perfomiing an operation on a target, or a device which 
itself is implanted in the body (human or animal) for some therapeutic purpose, e.g.. a 
stent, a graft, etc., and a "target" or "target object" being all or part of a human patient or 
animal positioned in the "imaging region" of a magnetic resonance imaging system (the 
"imaging region" being the space withm an MRI system in which a target can be miaged). 
•Medical device" may also refer to a guide-wire. 

Of particular interest are endovascular procedures performed under MR guidance. 
Such endovascular procedures include the treatment of partial vascular occlusions with 
balloons, arterial-venous malformations with embolic agents, aneurysms with stents or 
coils as weU as sub-arachnoid hemorrhage (SAH)-induced vasospasm with local 
applications of papaverine. In these therapeutic procedures, the device or agent is 
dehvered via the lumen ofacatheter. the placementofwhich has traditionally reUed on. t^ 

varying degrees, x-ray fluoroscopic guidance. 

In one aspect, the present invention provides a method of coating the surface of 
medical devices with a coating which is a polymeric material containing a paramagnetic 
ion. which coating is generally represented by formula (I): 

P-X-L-M"" (I) 
wherein P is a polymer, X is a surface functional group such as an amino or a carboxyl 
30 group Lisachelate,MisaparamagneticionwhichbindstoL.andnisanintegerthatis 

2 or greater. P. more specifically, may be a base polymer substrate from which the 
medical device is made. It is miderstoodthatamedical device may be suitably constiucted 

of a polymer whose surface is then functionalized with X, or a medical device may be 



20 



25 
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suitably coated with a polymer whose surface is then appropriately functionalized. Such 
methods for coating are generally known in the art. 

To enhance the rotational mobility of M"^ the coating optionally contains a linker 
or spacer molecule J, and is generally represented by the formula (U): 

5 P-X-J-L-M"^ (n) 

wherein P, X, L and M are as described above and J is the linker or spacer molecule which 
joins the surface functional group X and the chelate L, i.e., J is an intermediary between 
the surface functional group and the chelate. 

P is suitably any polymer including, but not limited to, polyethylene, 

10 polypropylene, polyesters, polycarbonates, polyamides such as Nylon™, 
polytetrafluoroethylene (Teflon™) and polyurethanes that can be surface functionalized 
with an X group. Other polymers include, but are not limited to, polyamide resins (more 
particularly, 0.5 percent), polyamino undecanoic acid, polydimethylsiloxane (viscosity 
0.65 centistokes), polyethylene glycol (200, 600, 20,000), polyethylene glycol monoether, 

15 polyglycol nitroterephthalate, polyoxyethylene lauryl ether, polyoxyl castor oil, 
polypropylene glycol, polysorbate 60, a mixture of stearate and palmitate esters of sorbitol 
copolymerized with ethylene glycol, polytetrafluoroethylene, polyvinyl acetate phthalate, 
polyvinyl alcohol and polystyrene sulfonate. It is noted that some polymer surfaces may 
need to be coated further with hydrophilic layers. P in the above formula represents a base 

20 soUd polymer which may stand for an extant medical device such as a catheter. 

J is suitably a bifimctional molecule, e.g., a lactam having an available amino 
group and a carboxyl group, an a,a>-diamine having two available amino groups or a fatty 
acid anhydride having two available carboxyl groups. J may also be a cyclic amide or a, 
©-diamine having two available amino groups. J covalently connects chelate L to surface 

25 functional group X. 

X is suitably an amino or carboxyl group. 

L is suitably any chelate which has a relatively high (e.g., >10^°) stability constant, 
K, for the chelate-paramagnetic ion complex. Such chelates include but are not limited to 
diethylenetriaminepentaacetic acid (DTPA), l,4,7,10-tetracyclododecane-N,N',N",N'"- 
30 tetraacetic acid (DOTA) and 1,4, 8,1 l-tetraa2:acyclotradecane-N,N',]Sr',]SP"-tetraacetic acid 
(TETA). Other chelates may include diethylenetrianmiepentaacetic acid-N,N'" 
bis(methylamide) (DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'- 
bis(methoxyethylamide) (DTPA-BMEA), s-4-(4-ethoxybenzyl)-3,6,9- 
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A- acid (EOB-DTPA). 

tris[(carboxylatomethyl)]-3 A9-triazaundecanediomc 

^ acid (MS.325, W-tris(c.«.^^^^^^^^^^ 
1,4,7,10-tetraazacyclododecane (HP-D03A), and D03 A-butrol. 
"' The structures ofsomeofthese chelates follow: 




DTPA 




DTPA-BMA 
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As used herein, the term "paramagnetic-metal-ion/chelate complex" is meant to 
refer toacomplexcomprisingoneormoreparamagnetic-metalions(M»^)c^^^^^^^ 
with or bound toachelateL-Theparamagnetio-metal^on/chelate^^^^^ 

any of the paramagnetic-metal ions or chelates discussed above and below. The 
5 paramagnetic-metal-ion/chelatecomplexmaybedesignatedbythefoUowingm 

formulas described above and below: L-lvT". 

As used herein, the term "chain" is meant to refer to a group of one or more atoms. 

. c .X or. «nrt nf a nolvmer or part of a hydrogel. The 

The chain may be a group ui aiumi* "x-v r ^ . - , , , 

Chain may also be a soUd-ba^e polymer, a polymer tot ia «o. eovale^ly >-^ed to a 

10 medical device or a second hydrogel. 

The paramagnetic metal ion ia suitably a multivalent ion of paramagneUc metal 
including but not limited to the lanthanides and transition metals such as iron, man^ 
chromium, cobalt and nickel. Preferably. M" is a lantbanide which . IngUy 
paramagnedc most preferred of which is the gadolinium(IID ion having scv^ nnp.^ 
X5 el.c.ronsinthe4fort,ital. I,is„oted,hatthegadoMum(in)(Gd(III))ionisoften,«dm 
MR contrast agents, i... signal influencing or enhat^ing agents, because « >s h,^y 
pa^gnetic and has a large magnetic mom». due to the seven nnpaned 4f oAntal 
electrons. In such contrast agents, gadoUninm(ffl) ion is generaUy combmed wtth a 
Chelating agent, snch a. DTP^ '^'^B complex (Gd-DTTA or Magn««^ B^^x 
20 hna^g. Wayne. New Jersey) is very stable in and has a stability constant of 10 
Xuslforbmnanuse. Similar agents have been developed by chelatrng tbe 
gadolini^CDD ion with oU.er complexes. e.g., MS-325. Epix Medical, Cambndge, 
MassachnsetU. The gadolinium (m) causes a localized T, reducUon in the water pro ons 
in its environment, giving enhanced visibiUty in T, weighed MR images. Because of *e 
25 high signal caused by me coating by virtue of shortening of T, the entirety of the coated 
devices can be readily visualized during. e.g.. an endovascular procedure. 

The MR signal-emitting coatings in accordance with the present invention are 
synthesizedaccordingtoathreeorfour-stepprocess. The ttoe^ m«hod includes: (,) 
plasma-treating the surface of a polymeric materia, (or a material coated wi* a polyner) 
30 to yield surftce functional groups, e.g., using a nitrogen-containing gas or vapor such as 

hydrazine (NHW «> -"i"" <"> ' ■ 

«.c snrfece functional group (e.g: through amide linlcage); and (iii) coordmatmg a 
functional paramagnetic metal ion such as Od(in) with the chelaSng agent. AltemaUvely. 
ftc surface may be coated with amino-group-containing polymers which can then be 
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linked to a chelating agent. Generally, the polymeric material is a solid-base polymer from 
which the medical device is fabricated. It is noted that the linkage between the surface 
functional groups and the chelates is often an amide linkage. In addition to hydrazine, 
other plasma gases which can be used to provide surface functional amino groups include 
5 urea, ammonia, a nitrogen-hydrogen combmation or combinations of these gases. Plasma 
gases which provide surface functional carboxyl groups include carbon dioxide or oxygen. 

The paramagnetic-metal-ion/chelate complex is covalently bonded to the medical 
device such that the complex is substantially non-absorbable by a living organism upon 
being inserted therein. The complex is also substantially non-invasive within the 

10 endovascular system or tissues such that non-specific binding of proteins are minimized. 
The complex of the present invention differs substantially from other methods in which a 
liquid contrasting agent is merely applied to a medical device. In other words, such a 
liquid contrasting agent is not covalently linked to the device, and therefore, is likely to be 
absorbed by the tissue into which it is inserted. 

15 A schematic reaction process of a preferred embodiment of the present invention is 

shown in Figure L As seen specifically in Figure 1, polyethylene is treated with a 
hydrazine plasma to yield surface functionalized amino groups. The amino groiq)s are 
reacted with DTPA in the presence of a coupling catalyst, e.g.,l,r-cabonyldiimidazole, to 
effect an amide linkage between amino groups and DTPA. The surface amino-DTPA 

20 groups are then treated with gadolinium trichloride hexahydrate in an aqueous mediimi, 
coordinating the gadolinium (HI) ion with the DTPA. 

The MR-signal-emitting coatings are suitably made via a four-step process which is 
similar to the three-step process except that prior to step (ii), i.e., prior to reaction with the 
chelating agent, a linker agent or spacer molecule, e.g., a lactam, is bound to the surface 

25 functional groups, resulting in the coating is of formula (II). 

An illustrative schematic reaction process using a lactam or cycHc amide is shown 
in Figure 2. As seen in Figure 2, a polyethylene with an amino functionaUzed surface is 
reacted with a lactam. The amino groups and lactam molecules are coupled via an amide 
Unkage. It is noted that "m" in the designation of the anuno-lactam linkage is suitably an 

30 integer greater than 1. The polyethylene-amino-lactam complex is then reacted with 
DTPA which forms a second amide linkage at the distal end of the lactam molecule. The 
last step in tiie process, coordinating the gadolinium (HI) ion with tiie DTPA (not shown in 
Figure 2), is the same as shown in Figure 1 . 
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Specific reaction conditions for forming a coating in accordance with the present 
invention, which utiUzes surface fiuictionalized amino groups, include plasma treatment of 
a polymeric surface, e.g., a polyethylene surface, at 50 W power input in a hydrazine 
atmosphere within a plasma chamber, schematically represented in Figure 3, for 5-6 mm. 
5 under 1 3 Pa to 1 06 Pa (1 00 mT-800 mT). 

As seen in Figure 3, an exemplary plasma chamber, designated generally by 
reference numeral 20, includes a cylindrical stainless steel reaction chamber 22 suitably 
having a 20 cm diameter, a lower electrode 24, which is grounded, and an upper eieclrodc 
26, both suitably constructed of stainless steel. Electrodes 24 and 26 are suitably 0.8 cm 
10 thick. Upper electrode 26 is connected to an RF-power supply (not shown). Both 
electrodes are removable which facilitates post-plasma cleaning operations. Lower 
electrode 24 also forms part of a vacuum line 28 through a supporting conical-shaped and 
circularly-perforated stainless steel tubing 30 that has a control valve 31. The evacuation 
of chamber 22 is performed uniformly through a narrow gap (3 mm) existing between 
15 lower electrode 24 and the bottom of chamber 22. Upper electrode 26 is directly 
connected to a threaded end of a vacuum-tight metal/ceramic feedthrough 32 which 
assures both the insulation of the KF-power line from the reactor and the dissipation of the 
RF-power to the electrodes. A space 34 between upper electrode 26 and ttie upper wall of 
chamber 22 is occupied by three removable 1 cm thick, 20 cm diameter Pyrex™ glass 
20 disks 36. Disks 36 insulate upper electrode 26 from the stainless steel top of the reactor 20 
and allow the adjustment of the electrode gap. The reactor volume located outside the 
perimeter of the electrodes is occupied by two Pyrex™ glass cylinders 38 provided with 
four symmetrically located through-holes 40 for diagnostic purposes. 

This reactor configuration substantiaUy eliminates the non-plasma zones of the gas 
25 environment and considerably reduces the radial difEusion of the plasma species, 
consequently leading to more uniform plasma exposure of the substrates (electrodes). As a 
result, uniform surface treatment and deposition processes (6-10% fihn thickness 

variation) can be achieved. 

The removable top part of the reactor 20 vacuum seals chamber 22 with the aid of a 
30 copper gasket and fastening bolts 42. This part of the reactor also accommodates a narrow 
circular gas-mixing chamber 44 provided with a shower-type 0.5 mm diameter orifice 
system, and a gas- and monomer supply connection 46. This gas supply configuration 
assures a uniform penetration and flow of gases and vapors through the reaction zone. The 
entire reactor 20 is thermostated by electric heaters attached to the outside surface of 



WO(»3/094975 PCT/US(»2/40(.«7 

-20- 

chamber 22 and embedded in an aluminum sheet 48 protecting a glass-wool blanket 50 to 
avoid extensive loss of thermal energy. 

For diagnostic purposes, four symmetrically positioned stainless steel port hole 
tubings 51 are connected and welded through insulating blanket 50 to the reactor wall. 
5 These port holes are provided wifli exchangeable, optically smooth, quartz windows 52. A 
vapor supply assemblage 54, as seen in Figure 3A, includes a plasma reservoir 56, valves 
58, VCR connectors 60 and connecting stainless steel tubing 62. Assemblage 54 is 
embedded in two 1 cm thick copper jackets 64 20 provided with controlled electric heaters 
to process low volatihty chemicals. Assemblage 54 is insulated using a glass-wool blanket 

10 coating. The thermostatic capabilities of reactor 20 are in the range of 25-250'*C. 

Once the device to be coated is surface functionalized, it is then immersed in a 
solution of the chelating agent, e.g., DTPA, in, e.g., anhydrous pyridine, typically with a 
coupling catalyst, e.g., l,l'-carbonyldiimidazole, for a time sufficient for the chelate to 
react with the amine groups, e.g., 20 hours. The surface is washed sequentially with at 

15 least one of the following solvents: pyridine, chloroform, methanol and water. The 
chelate-treated surface is then soaked in an aqueous solution of GdCl3.6H20, for a time 
sufBcient for the paramagnetic ion to react with the chelate, e.g., 12 hours. The surface is 
then washed with water to remove any uncoordinated, physisorbed Gd(III) ion . 

In test processes, each step has been verified to confirm that the bonding, in fact, 

20 occurs. For example, to verify the amino group fimctionalization, x-ray photoelectron 
spectroscopy (XPS) was used. A XPS spectrum of the polyethylene surface was taken 
prior to and after plasma treatment. The XPS spectrum of polyethylene before the 
treatment showed no nitrogen peak. After treatment, the nitrogen peak was 5.2% relative 
to carbon and oxygen peaks of 63.2% and 31.6%, respectively. 

25 To determine whether the amino groups were accessible for chemical reactions, 

after step (i) the surface was reacted with p-trifluorobenzaldehyde or p-fluorophenone 
propionic acid and rinsed with a solvent (tetrahydrofiiran). This reactant, chosen because 
of good sensitivity of fluorine atoms to XPS, produces many photoelectrons upon x-ray 
excitation. The result of the XPS experiment showed a significant fluorine signal. The 

30 peaks for fluorine, nitrogen, carbon and oxygen were: 3.2%, 1.5%, 75.7% and 19.6%, 
respectively. This demonstrated that the amino groups were accessible and capable of 
chemical reaction. 
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Because the coatings in accordance with the present invention are advantageously 
applied to catheters and because a catheter surface is cyhndrical, it is noted that to coat 
conmiercial catheters, the plasma reaction must be carried out by rotating the catheter axis 
normal to the plasma sheath propagation direction. Such rotational devices are known and 
5 can be readily used in the plasma reactor depicted in Figure 3. To verify that surface 
amination occurs for such surfaces, atomic force microscopy (AFM) is used to study the 
surface morphology because XPS requires a weU-defined planar surface relative to the 

m/TR and 

incident X-ray. The coating densities (e.g., ranoi uu /ui ; « 

optimal coating densities can be determined. 
10 It is also understood that metalUc surfaces can be treated with the coatings in 

accordance with the present invention. MetalUc surfaces, e.g.. guide-wires, can be coated 
with the polymers set forth above, e.g., polyethylene, by various known surface-coating 
techniques, e.g.. melt coating, a well known procedure to overcoat polymers on metal 
surfaces. Once the metalhc surfaces are overcoated with polymer, all other chemical steps 
15 as described herein apply. In an example to be described below, we used commercial 
guide-wires which were previously coated with hydrophihc polymers. 

In a second embodiment of the invention, the magnetic resonance imageabiUty of 
medical devices is enhanced or improved by encapsulating the medical device, or 
paramagnetic-metal-ion/chelate complexes linked thereto, with a hydrogel. As discussed 
20 above, catheters and other medical devices may be at least partially made or coated with a 
variety of polymers. Hie polymer surfaces of the existing medical devices are 
fimctionaUzed by plasma treatment or by melt coating with a hydrophihc polymer as 
discussed above or precoating with a hydrophihc polymer containing primary amine 
groups. Through amide Unkage or a.a>-diamide linkage via a linker molecule, a chelating 
25 agent may be covalently bonded to the fimctionaUzed polymer surface. Subsequently, any 
of the paramagnetic-metal ions discussed above, e.g. Gd(IID, can be complexed to the 
chelate. The necessary contrast for MRI is the result of mteractions of protons in body 
fluid (e.g., blood) or bound withm the encapsulating hydrogel with the highly magnetic 
ion, and the resulting shortening of T. relaxation time of the proton. It has been discovered 
30 that by reducing the mobiUty of the paramagnetic-metal-ion/chelate complex without 
affecting the exchange rate of one molecule of water coordinating to the paramagnetic 
metal ion, the MR-imageabUity of the medical device is enhanced and improved. In other 
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words, if the movement of these complexes is restricted, the MR-imageability of the 
polymer to which the complex is attached is greatly improved. 

Therefore, it has been found that one way by which to reduce the mobility of the 
complex for imaging is to encapsulate the medical device, and more particularly, the 
5 complex in a hydrogel. The hydrogel reduces the mobility of the paramagnetic-metal- 
ion/chelate complexes without significantly affecting the rate of water molecule exchange 
on the complexes, thereby enhancing the magnetic-resonance imageability of the medical 
devices. There is a deUcate balance between slowmg of the rotational relaxation time of 
the paramagnetic-metal-ion/chelate complexes and retardation of the exchange rate of 

10 water molecules from inner coordination sphere of the M"^ to the bulk water molecules 
diffusing in the outer coordination sphere of M"^. The reason for MR imageability for firee 
paramagnetic-metal-ion/chelate complexes without being bonded to polymer surface 
comes about because of a much greater concentration of the complex in solution compared 
with that bound to the surface. 

15 Examples of suitable hydrogels include, but are not limited to, at least one of 

collagen, gelatin, hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), 
poly(acrylamide), poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), 
poly(ethylene glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), 
poly(vinyl alcohol), polyphosphazenes, polypeptides and combinations thereof. Any 

20 hydrogel or similar substance which reduces the mobility of the paramagnetic-metal- 
ion/chelate complex can also be used, such as physical hydrogels that can be chill-set 
without chemical cross-linking. In addition, overcoating of high molecular weight, 
hydrophilic polymers can be used, e.g., poly(acrylic acid), poly(vinyl alcohol), 
polyacrylamide, having a small fraction of ftmctional groups that can be linked to residual 

25 amino groups are suitable for use with the invention. The MR-imageabiUty of other MR- 
imageable devices made by methods other than those described herem may also be 
improved by coating other devices with the hydrogels described above. 

The devices can be encapsulated using a variety of known encapsulating techniques 
in the art. For example, a gel may be melted into a solution, and then the device dipped 

30 into the solution and then removed. More particularly, the gel may be dissolved in 
distilled water and heated. Subsequently, the solution coating the device is allowed to dry 
and physically self assemble to small crystallites that may adsorb to the polymer surface of 
the medical device and also play the role of cross-links. Such a phenomenon is commonly 
referred to as "chill-sef ' since it arises from thermal behavior of gelling systems. 
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The gel may also be painted onto the medical device. Alternatively, the medical 
device may be encapsulated by polymerization of a hydrophiUc monomer witi. a small 
fraction of cross-liuker that participates in the polymerization process. For example a 
medical device may be imn^ersedinasolutionofacryhunide monomer withbisacrylamad^ 
5 asthecross-linkerandaphoto-initiator,andthepolymerizationiseffectedwithul^^^^^^^^ 

(UV) irradiation to initiate the polymerization in a cylindrical optical cell. 

Alternatively, the medical device may be dipped into a gelatin solution in a suitable 

aliitaraldehvde. As used 
conM>ntratioii(e.g.,5%),an(lnBxedwmiauu,^ . 

he«m, fte term "oros^lMecT n m«,. to rrfcr to any multi-ftoctional ch»moal mo.e^ 
10 Which can connect two or a greater number of polymer chains to pro*Ke a po^J 
network Other suitable cross-linkers mdude, but are in no way limited to. BVSM (bts- 
vinyMfonemethane) and BVSME (bis-vinylsulfonemethane ether). Any substance that » 
capable of cross-hnking with the hydrogels listed above is also suitable for us. with the 
inventi™. Upon removing ^ ^vice ftom the gelatin soluhon and letting it d^. the 
15 cross-linking takes place to encapsulate tire entire coated assembly firmly with a suffierent 
modulus to be mechanically Stable. 

TypicaUy. encapsulation is repeated until ttte desired thickness of the gel « 
obtained. The thickness of the encapsula.ed-hydrog.1 layer may he about 10 to about 60 
nrierons. although it may be less and it may be mor. hr other words, the sur&«= may be 
20 and then subsequently "painted" with a series of "coats" of gel until ^ des^ 

thickness of the gel layer is obtained. Alte„,a«vely, *e gel concentration is adjusted to 
bring about to desired thickness in a single coating process. In order to test the 
^ectiveness of coating ^ devices witir hydrogels to enhance flte MR-imageability of 
the medical device, three samples were prepared and tostod as set forUr and firUy descnbed 

25 in Example 10 below. 

Example 1 1 below also describes in mort. detail how one cMmple of the second 
embodiment of the invention can be made. Moreover, Figure 13 is a sehemahc 
. representation of one ex^ple of tire second embodiment of the mvcntion, wherem a 
polyeUtylene rod, »arface coated with amine-lioked polymer, is chemically linked wtth 
DTPA, which is coordinated wim Gd(m). The rod, polymer, DTPA and Gd(ra) are 
encapsulated witi. a soluble gelatm, which is cross-hnked wim glutaraldehyde to form a 
hydxogel overcoat Figure 14 shows the chemical details for to «cample schematicaUy 
represented in Figure 13. 



30 
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The second embodiment may be summarized as a coating for improving the 
magnetic-resonance imageabihty of a medical device comprising a complex of formula 
(HI). The method includes encapsulating at least a portion of the device having at least one 
of the paramagnetic-metal-ion/chelate complexes covalently linked thereto with a 

5 hydrogel. The complex of formula (US) follows: 

(P-X.L.lVr\el (HI), 
wherein P is a base polymer substrate from which the device is made or with which the 
device is coated; X is a surface functional group; L is a chelate; M is a paramagnetic ion; n 
is an integer that is 2 or greater; and subscript "gel" stands for a hydrogel encapsulate. 

10 In a third embodiment of the invention, a polymer having functional groups is 

chemically linked with one or more of the chelates described above. More particularly, the 
polymer having a functional group (e.g. an amino or a carboxyl group) is chemically 
linked to the chelate via the functional group. In addition to the polymers set forth above, 
an example of a suitable polymer having functional groups is, but should not be limited to, 

1 5 poly(N[3-aminopropyl]methacrylamide), which has the following repeating unit structure: 

CH3 



([;_N-CH2CH2CH2NH2 



The third embodiment alleviates the need for a precoated polymer material on the 
medical device, or a medical device made from a polymer material. In other words, the 
third embodiment alleviates the need to link the paramagnetic-metal-ion/chelate complex 

20 to the surface of the medical device, when the medical device is made from or coated with 
a polymer. Instead, the polymer having functional groups, preferably poly(N[3- 
aminopropyl] methacrylamide), can be synthesized separately and then covalently linked 
to the chelate (e.g. DTPA) through functional groups (e.g. amine groups) on the polymer. 
Instead of linking the complex to the surface of the medical device, the polymer and 

25 complex are coordinated separately, and then added to a hydrogel. The chelate may be 
coordinated with the paramagnetic-metal ion (e.g. Gd(in)), and then mixed with soluble 
gelatin and used to coat a bare (i.e. uncoated) polyethylene rod. Subsequently, the gelatin 
is chill-set and then the binary matrix of gelatin and polymer may be cross-linked with a 
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oross-linker such as glu.a«ld«hyde. The polymer in — with to 

e„d fl.e cross-hnker naay be glutaraldehyde. Typically, surfece of fte med.^ de 
T , athvtae Ag^ in addition to these specific compounds, any of the 
5 may be polyethylene. 

polymers, chelates, paramagnetic-metal ions, ny s 

.ealsosui.ahlef»nsewi«.«^emhodhnentofthemven.<^^ ^^^^^ ^ ^ 

« 1. below - 

embodiment ot the invention can be made. Figure 16 IS a so . 
.0 e.ampleof,hethi.embodhnentoftheinve.^on.whe.einapo^e.«c^^^^ 

„im DTPA, coordinated with Gd(m) and mixed wim soluble gelahn. The M 
™.Hed to a bare (i e. uncoated) polyetttylene s«r&« and cross-hnked wrth 
r-dZ rr a Cdrlge, overcoat. Pi^e H shows dre chen^cal details . .e 

. ^=-rL"r:::'i:-^^-.r.u.^^^^^ 

...^ . magneto resonance h^gmg co^a^—;--;^^^^^^ 

method includes encapsulating at least a portion of the medrcal 
^ereh.at.east„neoftheparamagnetic.me.al.onycheU.ec„.J^~^ 
apolymer is dispersed intirchydrogel. The complexoffommla (IV) foUows, 

,» (S...P'-X-L-M")gel 

..ereh.Sisamedic.d.vic.substi.nothav^f— ^-^-^^ 

polymer with functional groups X, the polymer not bemg Unked to ft 
meLdevice;Lisache,ate;Misaparama^oion;nisanm.egertha..s2or greater. 

o«H «ihscrit)t "gel" stands for a hydrogel encapsulate. 

LTLlembodimen.of.heinve„tion,ahydr«ge.havhrg«mctionalg^^^^^^ 

^ . 1 For example gelatin may be used instead of the 

,e used i.^ ^ITaIX. 1 i 0' ^^-^-^ ^ ^ 

r ;.rchei::. T.. g^at., e.., may be cov.e.ly h.ed to a 

71 such as DTPA flirough the lysine groups of gelatin. In addition, hydrogels that are 
chelate such as DTPA tm g , ^ be used instead of the polymer, 

30 modified to have amine ^ups m the pendant chams ^ 
^ can be linked to chelates using amine groups. The chelate .s coordm 

. oArnn as described above with respect to the other 
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soluble hydrogel such as gelatin. The soluble hydrogel may be the same or may be 
different from the hydrogel to which the paramagnetic-metal ion/chelate complex is 
linked. The resulting mixture is used to coat a substrate or, e.g., a bare polyethylene rod. 
More particularly, the mixture is used to coat a medical device using the coating 
5 techniques described above with respect to the second embodiment. The coated substrate 
or medical device may then be chill-set. Subsequently, the hydrogel matrix or, for 
example, the gelatin-gelatin matrix may then be cross-linked with a cross-Unker such as 
glutaraldehyde. The cross-linking results in a hydrogel overcoat, and a substance which is 
MR-imageable. 

10 Example 13 below describes in more detail how one example of the fourth 

embodiment of the invention can be made. Figure 19 is a schematic representation of one 
example of the fourth embodiment of the invention, wherein gelatin is chemically linked 
with DTP A, which is coordinated with Gd(III) and mixed with free soluble gelatin without 
any DTPA linked. The resulting mixture of gelatin and DTPA[Gd(III)] complex coats a 

15 bare polyethylene surface, and is then cross-Unked with glutaraldehyde to form a hydrogel 
coat with DTPA[Gd(Iir)] dispersed therein. Figure 20 shows the chemical details for the 
example schematically represented in Figure 19. 

The fourth embodiment can be summarized as a coating for visualizing medical 
devices in magnetic resonance imaging comprising a complex of formula (V). The 

20 method includes encapsulating at least a portion of the medical device with a hydrogel, 
wherein the hydrogel is covalently linked with at least one of the paramagnetic-metal- 
ion/chelate complexes. The complex of formula (V) follows: 

(S...G-X-L-M^)gel (V) 

wherein S is a medical device substrate which is made of any material and does not having 
25 any fimctional groups on its surface; G is a polymer with ftinctional groups X that can also 

form a hydrogel encapsulate; L is a chelate; M is a paramagnetic ion; n is an integer that is 

2 or greater; and subscript "gel" stands for a hydrogel encapsulate. 

The present invention is further explained by the following examples which should 

not be construed by way of limiting the scope of the present invention. A description of 
30 the preparation and evaluation of MR-imageable PE polymer rods follows. 
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PYAMPLES 

Example l: Preparation of coated poly^ylene sheets 

Polyethylene sheets were coated m tt.e three-step process descnbed heteu. 

. A „e Sheet (4.5 in dianreter and 1 thrC) 

5 placed IT;;^ coupled. 50 ffl.. stainless steel plasnu. reactor 

• ^^tically in Hsnres 3 and 3A) .d hydra..e plasn.a — ^^^^^^ 
«hnwasper.rn...Thes«hs.rate«hnwasplacedonthelow.e^^^^^^ 

p^nrewasestahUsh^inthere^t^ ~^;;^;:2;;;.3:."co„d;«ons were 
opening the valve to the U<l»idhydrazmereservon:. The fcllovrngp 
10 L asepressure=60n,T;.reat.enthyd«^epressnre = 350mT;RPPower-2 W 

iltt:e = Sn,in.sonrcete»perat„re(hydra^ereservoir) = 60»C;.e^^ 

^e = 40=C. S.^aceatonacc„n,positionof..treat^».^P.--^s«^» 

were evaluated nsing XPS (Perkin-Ehner Phi-5400; 300 Wpower. Mg source. 15 kV. 

"""^^^ ,„,35.Ldry«.as..21.5mgofDTPAwasaddedtoSn.o, 
^ydro-;:;;;^. a sntan vesse, S., nrg on.«— ^^^^ 
couphng catalyst, was dissolv«l in 2 »L of anhydrous pyrtdure. The soluhon w 
Zr^aded L the reacUon flas. while s«r,ing. and the n,iKh»e was stnre^ at ^ 
flLture for 2 hours. The soWon was then pour«l into a ^J-^^ - 
,0 hydL^plasma treated polyethylene fto was in«,ersed in the soluUo. The P^ d^ 
lsealedinadesicca.orafterheh.gpurgedwithdryargonfor.Onnn. After^^.. 

M hours the polyethylene film was carefully washed in se,uenoe wt* pyrtdn^^. 
!i:r™.nreL:ol.d water. Xhe surf^ was checked with XPS. and.^ «sults 
.owedthepresenceofcarh„.lg»ups.^ch— ^ 

25 rn^-^M-"- rnordmation. 0.70 g of GdCls ^ w The 

water The DTTA-treated polyethylene fihn was soaked in the soluton for 12 h. ^ 
rwlenre.oved.o.thesol.ionandwashedwi.water. - surface was ce^^^^ 
ltxPS.dshowedtwopealcsatab.ndinge„ergy(BB)--153.4eVandBB=14S.O^^ 

rd3^ and free Gd^^ respectively. The fihn was repeatedly 
corresponding to chelated Gd and free vjq , r f 

concap 6 , . npak at 148 0 eV disappeared from the XPb 

washed with water rnitil the free Gd peak at I4is.u 



30 

spectrum. 
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The results of the treatment in terms of relative surface atomic composition are 
given below in Table 1 . 

Table 1 

Relative Surface Atomic Composition of 
untreated and treated PE surfaces 



10 



Untreated PE 

Hydrazine plasma treated PE 
DTPA coated PE 
Gd coated PE 



%Gd 


%N 


%o 


%C 


0.0 


0.0 


2.6 


97.4 


0.0 


15.3 


14.5 


70.2 


0.0 


5.0 


37.8 


57.2 


1.1 


3.7 


35.0 


60.3 



Example 2: Preparation of coated polyethylene sheets including linker agent 

Coated polyethylene sheets were prepared according to the method of Example 1, 
except that after surface amination, the polyethylene sheet was reacted with a lactam, and 
15 the sheet washed before proceeding to the chelation step. The surface of the fihn was 
checked for amine groups using XPS. 



Example 3: Imaging of coated polyethylene and polypropylene sheets 

MR signal enhancement was assessed by imaging coated sheets of polyethylene 

20 and polypropylene, prepared as described in Example 1, with gradient-recalled echo 
(GRE) and spin-echo (SE) techniques on a clinical 1.5 T scanner. The sheets were held 
stationary in a beaker filled with a tissue-mimic, fat-jfree food-grade yogurt, and the 
contrast-enhancement of the coating was calculated by normalizing the signal near the 
sheet by the yogurt signal. The Tj-weighed GRE and SE MR images showed signal 

25 enhancement near the coated polymer sheet. The Tj estimates near the coated surface and 
in the yogurt were 0.4 s and 1.1 s, respectively. No enhancement was observed near 
control sheets. The MR images acquired are shown in Figure 4. 

Example 4: In vitro testing of DTPA[Gd(in)] filled catheter visuahzation 
30 The following examples demonstrated the utility of DTPA[Gd(III)] in visualizing a 

catheter under MR guidance. 

A DTPA[Gd(ni)] filled single lumen catheter 3-6 French (1-2 mm) was imaged in 

an acryUc phantom using a conventional MR Scanner (1.5T Signa, General Electric 

Medical Systems) while it was moved manually by discrete intervals over a predetermined 
35 distance m either the readout direction or the phase encoding direction. The phantom 
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penniUed de.e— of *e tip position of 4e oamcer an accuracy of . 1 nun 
(^t-ocan-square). Snapshots of tte catheter ate show m Figure 5. 

, E«mpl. 5- fcv/vo testing of DTPAlGdM filled catheter ^ualization 

Po! evaluaaon. connncrciaUy-availaWe single l^nen cati.ete,s ffled 

^MCM(n.) (-^ — ranging in si. hetween 3 and 

catheter/guide-wire combinations were imaged eimer m mc ....a . - 

:! ties. M anin. e,cpcr.».s were conduOed in 
,0 approved protocols and were carri^l out with tite anin^ .^der genera. anesti>es.a. ^ 

IenofLcati,eterisopc„atonee„dandc,.edattheoti«r«;db.a^^^^ 

V . fl,. DWAlGdaiDl solution in the catheter. The possibiltty of DTPA[Gd(III)l 
X" rrri mnren tlu^ugh the open end was s.aU and is consid^ sa. 
TZ l DlPATGddlDl used in these experiments is conunercially avatlable and 
, t dur^g cat^ter ti^l^g were 

:er.posedonpre.ous.yac,u^an.o^.V^.-^ 

usine a 3D TRICKS imaging sequence (F.R. Korosec, K. rtajm 

1 9g6 36 345-351, incoiporaled herein by reference) m 
Ui^aM<i,Magn.Re.on.Med,c,m. 1996, 5(5 345 351, m ip (p , 

conjunction witi. eititer ^ in»av.ous or intia-arterial n,ection "f^"/"^ 
20 nJolAtg) On some occasions, subt^ction techniques were used U> ehmmate fte 
I^dsignalfiomthecati^terimagespriortosuperimposingtit^ontoaroadm., 
Snaplts of the canine c«otids and aortas are shown in Figures 6 and 7, 
respectively. 

9*: ExamDle6: /n vivo catheter MR visuaUzation 

" using canines, a catheter coated With a coating in accord^^^^ 

invention/guide-wire combmation is initially positioned in the femoral artery. Und» m 

Le of WUUs. and on to middle cerebral artery. TT>e catheter movemen ts clearly 
30 :^lLvesseU.The.eng«roftimetoperfo.mtMsprooedureand.hesmaBe. 

successfully negotiated is recorded. 
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Example?: Paramagnetic ion safety testing 

A gadolinium leaching test is performed to ascertain the stability of the 
DTPA[Gd(III)] complex. Polyethylene sheets coated with a coating in accordance with 
the present invention are subjected to simulated blood plasma buffers and blood plasma 
5 itself. NMR scans are taken and distinguish between chelated Gd^"^ and free Gd^^. The 
results indicate that the Gd^"^ complex is stable under simulated blood conditions. 

Example 8: Biocompatibility testing 

A biocompatibility test, formulated as non-specific binding of serum proteins, is 
10 carried out on polymeric surfaces coated in accordance with the present invention using an 
adsorption method of serum albumin labeled with fluorescent dyes. If the albumin is 
irreversibly adsorbed as detected by fluorescence of coated catheter surfaces, the coat is 
adjudged to be not biocompatible. 

1 5 Example 9: Determination of coating signal intensities 

A clinical 1.5 T scanner (Signa, General Electric Medical Systems) is used to 
determine the optimal range of coating densities (in mmol Gd^Vm^) for producing 
appreciable signal enhancement on a series of silicon wafers coated with a polyethylene- 
Gd-containing coating in accordance with the present invention. The wafers are placed in 

20 a water bath and scanned cross-sectionally using a moderately high-resolution fast 
gradient-recalled echo (FGRE) sequence with TR«7.5 ms/TE « 1.5 ms, 256 X 256 
acquisition matrix and a 16 cm X 16 cm field-of-view (FOV). The flip angle is varied 
from 10° to 90*" in 10° increments for each coating density. A region of interest (ROT) is 
placed in the water adjacent to the wafer and the absolute signal is calculated. 

25 For calibration of signal measurements obtained in different imaging experiments, 

a series often calibration vials is also unaged. The vials contain various concentrations of 
DTPA[Gd(III)], rangmg from 0 mmol/mL to 0.5 mmol/mL. This range of concentrations 
corresponds to a range of Tj relaxation times (from <10 ms to 1000 ms) and a range of Tj 
relaxation times. The signals in each vial are also measured and used to normalize the 
30 signals obtained near the wafers. Noraialization corrections for effects due to different 
prescan settings between acquisitions and variable image scaling are applied by the 
scanner. A range of concentrations in the vials facilitates piece-wise noraiahzation. An 
optimal range of coating densities is deteraiined. 
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15 



20 



Example 10: Comparison testing of MR-imageability of three differently coated samples. 

Because many medical devices are made of polyethylene (PE). PE rods were used 
in a variety of tests in order to mimic the surface of a catheter or medical device. In this 
specific example (as fully set forth in the preparation of Sample 2), the PE rods (2mm 
diameter) were fimctionalized or precoated with a hydrophilic polymer contahung pnmary 
amine groups. Ttoough amide linkage, diethylenetrimaminepentaacetic aad (DTPA) was 

. „™nfevml In the DTPA. The 

covalenflyatttchedtoaBrods. suosequaiiiy, uu^i^; — -r 

„„ contrast for MRI is the result of toteraotio,^ of proton of water in body fiord 
(e g blood) with highly magnetic Gd(in) ion. and the resulting shortemng ofT, 
.la^iaUon tinre of the water protons. To reduce «re nrobiUty of the DTPA[Gd(nD] 
eomplex for imaging in accordance with the present invention agarose gel was used to 
encapsulate the entire assenrbly. Such a rod was used as San*le 2 in the testing as ftrfher 
described below. 

To test the effectiveness of agarose gel in reducing the mobrhty of the 
DTPA[Qd(IID] conrplex, and accordmgly, enhancing the MR-hnageabiUty of the medical 
device, two other samples were tested in paraDel. Sample 1 was a blank sample, r.e. a PE 
„d encapsulated with agarose gel but having no mTA[Gd(m)] comple«d to the rod; 
Sample 3 was a PE rod encapsulated with agarose gel containing a DTl>A[Qd(nD] 
co^lex. but the complex was no. covalently Unked to PE rods. MRI tests were 
carried out in three media: 1) a fat-ftee food-grade yogurt (a tissue mnmc); 2) a 
physiological salme (a serum minuc); and 3) hmnan blood, h. summary, the foUowmg 
tteec agarose-encapsnlated samples were tested in each media: the blank sample havmg 
no DWAtGdCffl)] complex, but encapsulated in agarose (Sample 1); the chemicaUy-bound 
or covalenUy Unked DTPA[Gd(ffl)] complex encapsulated in agarose (Sample 2); and the 
unbound DPTA[Gd(IlD] encapsulated m agarose (Sample 3). Sample 1. the blank, gave 
no det^table MRI signal. Sample 2 gave clearly detectable sig^ up to ten hours 
Sample 3 lost signal intensity with time, thereby indicating a slow leachmg of 
DTPAtGddll)] complex ftom the agarose gel matrix because it was not covalently bound 
30 tothepolymerofthemedioaldeviee. Given the observed MR images of Samples 2 and 3. 
the agarose encapsulation is adjudged to be optimal. 



25 
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Specific preparation and evaluation of MR-imageable PE polymer rods is as 
follows. 

Preparation of Sample 1 
Sample 1 was prepared by coating blank PE rods with agarose gel. The PE rods for 
5 Sample 1 and all samples were obtained from SurModics, Inc. located at 9924 West 74* 
Street, Eden Prairie, Minnesota 55344-3523. Agarose (type VI- A) was purchased from 
Sigma located in St. Louis, Missouri, with gel point (1.5% gel) at 41.0° ± 1.5°C, gel 
strength (1.5%) expressed in units of elastic modulus larger than 1200g/cm^, and melting 
temperature 95.0° ± 1.5°C. 0.60 g. agarose was dissolved in 40 mL distilled water in a 
10 flask maintained at 100°C for 5 min. The solution was kept in a water bath at 50-60°C. 
The PE rods were then dipped into the agarose solution. After removing liie rods from the 
solution, the rods were cooled to room temperature in order to allow a gel-coating to form 
on the rod surface. The same procediire was repeated to overcoat additional layers of 
agarose, and it was repeated for 5 times for each rod. Thus, all rods were expected to have 
15 about the same gel-coating thickness. 

Preparation of Sample 2 
Polyethylene (PE) rods with an amine-containing-polymer coating were provided 
by SurModics, Inc. SurModics, Inc. fimctionalizes the PE surface of the rods by a 
photochemical attachment of poly(2-aminoethyl methacrylate) in order to provide 
20 functional groups, more specifically, amine groups, on the fiinctionalized surface of the 
rods. Again, the PE rods in the example were meant to mimic the surface of existing 
medical devices made from a wide variety of polymers. Diethylenetriaminepentaacetic 
acid (DTPA), gadolinium trichloride hexahydrate, GdCla-eHjO (99.9%), 
dicyclohexylcarbodiimide (DCC), and 4-(dimethylamino)-pyridine (DMAP) w^e all 
25 purchased from Aldrich located at Milwaukee, Wisconsin, and used without ftirther 
purification. Agarose (type VI-A) was piirchased from Sigma located at St. Louis, 
Missouri, with gel point (1.5% gel) at 41.0° ± 1.5°C, gel strength (1.5%) larger than 
1200g/cm^ and melting temperature 95.0° ± 1.5°C. Human blood used in the MRI 
experiments were obtained from the University of Wisconsin Clinical Science Center 
30 Blood Bank located in Madison, Wisconsin. 

The MRI-signal-emitting coatings were prepared on the PE rods, i.e. the pre- 
existing rods were made MR-imageable, by the chemical synthesis depicted in Figure 8. 
The individual steps of the chemical synthesis are explained in detail below. 



PCT/USt)2/4(M)07 • 

WO 03/094975 

-33- 

TO attach DlPA chelate) U> fte PE rods by annde m^. 0.165 gDWA 
(0 42 ™.ol) was dissolved in 30 »I- of l:l (by volume) mix»« of pynduie and DMSO 

t.andLeda.S0»Cfo.30,..S.hse,„e.«y.5^.onsPB™~^ 

.,«,„e. coa.. we,e — d . ^ ^ 
5 room temperature, 0.090 gDCC (0.43 mmol) and 0.050 gDMAFlu."" > 

I^etU-slowlyaddedtothesolutionwhilesdrring. T.eu the reactton m«tur. 
lZLoUbatha.60.C..rMhourswMlestirri.g.Subse,uen.,,*ePB»dswe. 

was iciiv m ..... c_ ..,i>u nuso and then with 
removed ftom the solution and washed tnree um» 

methanol, respectively. ,. , ,i,.pi3 mrti 0 140 

J. rAn\T\ with the DTPA, now hnked to the PE rods, u.iw 
10 TocomplexorcoordmateGd(IlI)withtneuir«, 

.rdC1.6HO(038mmol)wasdiss«lvedinl5mLofdistilledwa..rmates.t,tbe. "^0 
^rCiLdsweIs„a.ed.tHssolut,ouatro<.t.mperaturefor.hou.^^^ 

•„« r^is were then washed with distilled water several hmcs and soaked ut 
distiUedwaterforanadditionalhourtoremoveanyresidualGdCl, 
, Toenc^««PBrodsinthe«na.s.epofd.echemioalsynthesisas^ownm 

S, 0.60 g agarose was dissolved in 40 mL distiUed water in a ' 
100=C for 5 min. The agarose sohrtion so obtained was then l=ept m a wata ath a^ 
«,»C The im>AtGd(lII)) linked rods w«e then dipped hrto^eagaro^sohmon. 

IL, the rods ftom «>e agarose sohrtion. the rods were cooled down to room 

Xace-ThesameprocedurewasrepeatedStimestocoatadditionallayersofag^^ 
. i on the rods. Thus, an rods, having undergone the same pmcedure, were ejected to 
have about the same gel-coating thickness. 

sample 3 was prepared by coating PE rods wiU. agarose gel and » 
mixture 0^5 g agarose (also obtained ftom Sigma) was dissolve! m 30 mL d^ed 

:rin a flal Intained at 100=C for 5 min. Then, 3 mL of 0.4% solnhon of 
TMOdCnOlwas addedto the agarose solution The soluaon was kept hraw^^b^ 
LoJo'C T^er<^weredippedintomeagarosesolutton,andU>enwere,«nove^. Tl» 
30 Irbed solution on the rod was cool^ to room temperature to a„ow a gel-^atrng to 
form The same procedure was repeated to coat additional layers of agaro e, and rt 

, 1. „j Thus all mds were expected to have about 
repeated for 5 times altogettrer for each rod. Thus, all rods wer p 

Z same gel coating thickness. Sample 3 differed ftom Sample 2 m fta.^ 
«i]complexwasnotc„va,enUyho„dedto«rePErodusingtheme.hodsofthe 
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present invention. Instead, a DTPA[Gd(ni)] mixture was merely added to the agarose 
solution, resulting in dispersion of the same in the gel upon encapsulation in 5-layer 
coating. 

Testing 

5 The samples were then subjected to characterization by x-ray photoelectron 

spectroscopy (XPS) and magnetic resonance (MR) measurements. XPS measurements 
were performed with a Perkin-Elmer Phi 5400 apparatus. Non-monochromatized MgK^ 
X-ray has been utilized at 15 W and 20mA, and photoelectrons were detected at a take-off 
angle of 45*^. The survey spectra were run in the binding energy range 0-1000 eV, 

10 followed by high-resolution spectra of C(ls), N(ls), 0(ls) and Gd(4d). 

MR evaluation of the signal-emitting rods was performed on a clinical 1.5T 
scanner. The PE rods were each imaged in the following medium: 1) yogurt as a suitable 
tissue mimic; 2) saline as an electrolyte mimic of blood serum; and 3) and human blood. 
Spin echo (SE) and RF spoiled gradient-recalled echo (SPGR) sequences were used to 

15 acquire images. 

Results 

The surface chemical composition of the rods was determined by the XPS 
technique. Table 2, below, lists the relative surface atomic composition of the untreated 

20 rods as provided by SurModics (Eden Prairie, MN). Table 3 shows the relative surface 
composition of the treated (DTPA[Gd(III)] linked) rods. After the chemical treatment 
outlined in Figure 8, the relative composition of oxygen increased from 10.8% to 25.9% as 
seen in Tables 2 and 3. This indicates that DTP A is indeed attached to the polymer 
surface. Furthermore, it is clear that Gd(in) was complexed to the DTPA on the polymer 

25 surface, thus giving rise to the surface Gd composition of 3.2%. 
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Table2 



r isr atifl O of PE rods coated with the NHj- 
Surface compositions in % of 3 elements. C. N and O, 

containing polymer (SurModics). 




Table 3 

Snrfacecompositionin%of4e^^^ 

TSOs) Gd(4d) 




10 



15 



20 



Th. polymer »ds «ed witt. DTPA[Gd(nD] and encapsulated by aga». ge 
(Sa»ple2,we.^ed,nyo^.aline..dhu»anbloca.M.hesan,etu»e,.^ecoa.ro^ 

r \e PE I havi^ «. e^cal ^a^eot « having only *e gel ove^ 
rsl,e;)aswena3PE.odscoa.cdwia..hegelinwHchmPMGd(m)].sd.sp^ 
1— yUn.ed(S=.p.e3>we.al.ln.sedlnyogn«.sa.-e.ndl,lo™ 

eeho (SE) and spoiled gradienue^ed echo (SPGR) Vrp^ 
pa«n.Lf.2OSBse,nence»e,e:TR = 300n.,TB = 9n.,ac,n..on^^^^^ 

X 256 FOV = 20 cm X 20 cm, sUce thickness - 3 nun. ttp angle 30 . Typtoal scan 
A ZM, r^^. . TP - IS ms TE = 3.7 ms. acquisiUon matnx = 

pa^ntetersfcrJDSPGRsequencewere. ^-^"^'^ ffip^J-JO". Ihethree 
256 X 256 FOV = 20 cm X 20 cm, sUce thickness = 3 mm, fhp angle 
todsotsamplesand,heMMimagingset-«pareillns.ratedinFigure9. 

The rods were imaged, the resnlts of which are shown m Frpres 10-12. Mo^ 
particnlarl^Fig-relOshows the lon^.udinal^« image of each samplemea^^^ 

after 15. minutes; Figure 11 shows dre longihidinal MR mtages aft« 60^ mmu^ ^ 
12 shows the longitudinal MR images of each sample to each medtmn after 10. 
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hours. As these figures illustrate, Sample 1 (i.e. PE rods coated only with the gel and 
without DTPA[Gd(in)]) is not visible in all three media, yogurt, saline, or blood. Sample 
2 (i.e. PE rods covalently-linked with DTPA[Gd(IIlL)] with overcoats of the gel) is visible 
in yogurt, saline, and blood and was clearly visible even after 10 hours as shown in Figure 
12. Sample 3 is also visible in yogurt, saline, and blood; however, DTPA[Gd(III)] appears 
to leach and diffuse out of the gel overcoat with time because it is not covalently bonded to 
the polymer rod. For example, after 10 hours, sample 3 is not visible in saline or blood. 

The summary of the MR experiments is presented in Table 4. Consequently, 
Sample 2 (having DTPA[Gd(III)] covalently linked to polyethylene) exhibits better MR- 
imageability for longer periods of time compared to Sample 1 and Sample 3. In addition, 
it appears that encapsulating rods or medical devices having the paramagnetic-metal- 
ion/chelate complex covalently linked thereto with a hydrogel improves or enhances the 
MR-imageability thereof In Table 4, a indicates that the sample was visible, while 
indicates that the sample was not visible. 

Table 4 



Time 




20mins 


2 hours 


10 hours 


10 hours and 
replace the yogurt 
and blood 


In yogurt 


1 












2 












3 




+, but the signal 
diffused and 
became bigger 


+, but the signal 
diffused much 




In saline 


1 












2 




+ 


+, and the signal as 
strong as that of 20 
mins 


+, and the signal 
as strong as that 
of 20 mins 




3 




+, but decreased 






In blood 


1 












2 








+ 




3 


+ 


+, but decreased 







Example 11: Attaching DTP A to PE rods via amide linkage; complexing Gd (III) with 
20 DTPA linked PE rods; gelatin encapsulating on DTPA[Gd(III)] attached PE 

rods; and cross-linking the gel-coating on PE rods. The schematic structure 
of the coating and chemistry detail are illustrated in Fig 13 and 14. 

Diethylenetriaminepentaacetic acid (DTPA), gadolinium trichloride hexahydrate, 
25 GdClj-eHjO (99.9%), dicyclohexylcarbodiimide (DCC), 4-(dimethylamino)-pyridine 
(DMAP), dimethyl sulfoxide(DMSO), and pyridine were all purchased from Aldrich, 
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Mi—. Wisconsin, and us«i wi*o«, «her purification. Gelatin type (IV) 
^„.i.ed Eastntan Koda. „ as a gift. G^a.de.yd<25% sointton) w 
;LHasedLsisn.a,S...I.»^.— .T.cse.«tcria.swe«us«.«.Ex^^^ 

well as Examples 12-13. 

0 165 gOTPA (0.42 nmtol) was dissolvedin 30 «L of 2:1 (by volume) nnxtnre of 

' r, . A 80° C for 30 min. Then, a 40-cm long 

nvridine and DMSO in a flask and stirred at 80 C lor n 

. . .otitainine oolvmer precoatmg 

oolvethylene (PE) rod (diameter zmmj wxui ^. - 

:l Uin the solufion. ^e PE «.ds with . an,ine^.a*.PO.yn>e. coattn 
,0 wete p«>vided by SurModics. Inc. SurModics. Inc. *n.c.ionaHzes the PE snrf^ of tl^e 
y a p— ca. anachmen. cf po,y(2-an,inoe.hy, ^ 
p„,id. fintctiona. groups. n>o.e specifically, amino groups, on the ^-^^ 
oftherods. ^^ai. the PE rods were mean, to tmn^c the su^ce of «as.mgmea^ 

aevices made ^m a Wide variety of polymers. After stirring ^ ^^'^ 
.5 temperature, a pyridine soluti^r (4mL) contaimng amidation catalysts. 0.090 g DCC (a43 
Zl) and 0.rg DMAP (0.41mm„.). was slowly added U, the PB rod so^ .^o 

.thstrrring. ^^^^-^y-^X':'^TZZ jZZ^ 
hours with stirring to complete the bonding of DTPA to fte amme gr p 
pilfer via amide linl^ge. Suhscuently. the PE rods were removed ftom the solution 
20 andwashedlhreetimesfirstwithDMSOandthenwithmeflumol. 

■o5og(wci3-6H20(03^^;;i;;^o^^ 

tube The mPA linked PE rods (4<^cm long) were soaked in the solution at room 
rllperatiue for 24 hours while stirring, then the rods were washed with distilled water 
25 several times to remove the residual GdCls- 

Gelat^coatin^finDmi^^ ^. ^ ^ 

A sample of gelatin weighing 20 g was dissolved in 100 mL of drstilled wat. at 
60° C for 1 hour wi^ stirring. The solution was transferred to a long glass mbe with a 
let and kept the water .ath though the jacket at 3.0. DT.« attached PB 
30 rods(40-cmlong)werethendippedintothesolution.andtherodsuponremov^^^^^^ 

oluL were cooled to room temperature in order to allow a gel-coatmg to ch^U-set. e.. 
soluuonw surface The final dry thickness of gel-coatmg 

toformasaliydiogelcoatmgontherodsurtace. me im jr 

J V.P reneated to ovcrcoat additional layers ot 

was around 30Mm. Hie same procedure may be repeated 
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the gel. When it was repeated twice, the final dry thickness of gel-coating was around 
60)jjn. 

Cross-linking of the pel-coating on PE rods. 
Several minutes after the gel-coating, the coated PE rods was soaked in 0.5% 
5 glutaraldehyde 300 mL for 2 hours to cross-link the gelatin coating. Then the rods were 
washed by distilled water and further soaked in distilled water for one hour to remove any 
residual firee glutaraldehyde and GdCl3. Finally the gel-coated rods were dried in air. 
Results 

The surface chemical composition of the rods was determined by the XPS 

10 technique. The results are similar to that in Example 10. After the chemical treatment, 
DTPA is indeed attached to the polymer surface and Gd(III) was complexed to the DTPA 
on the polymer surface with the surface Gd composition around 3%. 

The polymer rods linked with DTPA[Gd(I]I)] and enc^sulated by cross-linked 
gelatin imaged in a canine aorta using 2D and 3D RF spoiled gradient-recalled echo 

15 (SPGR) sequences. Typical scan parameters for 2D SPGR sequence were: TR = 18 ms, 
TE = 3.7 ms. acquisition matrix = 256 X 256, FOV = 20 cm X 20 cm, slice thickness = 3 
mm, and flip angle = 30*. Typical scan parameters for 3D SPGR sequence were: TR = 
8.8 ms, TE = 1.8 ms. acquisition matrix = 512 X 192, FOV = 20 cm X 20 cm, slice 
thickness = 2 mm, and flip angle = 60°. 

20 The DTPA[Gd(III)] attached and then cross-linked gelatin encapsulated PE rods 

(length 40cm, diameter 2mm) were imaged in canine aorta, the results of which are shown 
in Figures 15. More particularly. Figure 15 is a 3D maximum-iotensity-piojection (MIP) 
MR image of the PE rods 25 minutes after it was inserted into the canine aorta. The coated 
PE rods is clearly visible as shown in Figure 15, and the signal intensity improved with 

25 time. 

Example 12: Coupling of diethylenetriaminepentaacetic acid (DTPA) to poly(N-[3- 
aminopropyl] methylacrylamide); functional coating on a guide-wire; cross- 
linking of the gel-coating on the guide-wire; and complexing Gd(III) to the 
30 DPTA-linked poly(N-[3-aminopropyl] methylacrylamide) and DTPA 

dispersed in the gel-coating. The schematic stracture of the coating and 
chemistry detail are illustrated in Fig 16 and 17. 

Again, the same materials as set forth in Example 1 1 were used in conjunction with 
35 Example 12. The guide wire used in this example is a commercial product from Medi- 
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uoh. inc (480 Pleasant ^^.O. Box 7407, Wa.»r»wn, MA 02272) wift ftc diameta of 

0 038 in. and length of 150 cm. 

P^,^ ..r..o.i. yi....tri.nim ppentn.r.tic acid (DTP A) to poly(N-r3 ^ 

cminn propvll ^'^tViylam-ylamideV 

' 0 79 g of DTPA (2 mmol) was dissolved in 20 mL DMSO at 80° C for 30 minutes, 

and then the solution was cooled to room temperature. 0.14 g poly(N-[3-a>ni„opropyll 
m^ylaerylamide) having one mntol of repeating unit and separately synthesized in-house 

was dissolved with 0.206 g DCC (Immol) 20 mL ot um^^. 

added to the DTPA solution dropwis. »ittr stirring. When all of the polymer and DCC 
solution was added, the final mixture was stirred for 8 hours a. room temperature and th«. 
mtered 200 «L of diethyl ether was added to the filtered solution to preotpttate the 
product, a mixu^e of fee DTTA and DTPA linked polymer. The soUd product was 
collected by filtration and dried. 
15 TTnnrtinnal cc nt-^r " ^'"'^e-wire 

0 5 g of the above product and 20 g gelatm were dissolved in 100 mL of distilled 
water at 60» C for 1 hour wlft stirrmg- 1*= glutton was ,ransterr«l to a long glass mbe 
withajacket and kept inthewat^bathinthejacketatSS-C Part of(60cm)aguide-w^ 

was then dipped into the solution. After removing the ^de -wire fi:om the solution, .t was 
cooled to room temperature in order to allow a gel-coating to chill -set. i.e.. to fom as a 
hydrogel coating on the wire surfece. TTte fin^ dry tUckness of gel-coating was around 
30,nn The same procedure may be repeated to overcoat additional layers of the gel. 
When it was rq-eated twice, fte final dry thickness of gel-coatmg was around 60jmi. 
rr^.ti^kma of f" ^»i-^"»tit.t. on a euide -wire 

Several minutes after the gel-coating, the coated guide wire was soaked m 0.5/. 
glutaraldehyde 300 ml for2hours.ocross-linkthegelatinand.heprimarypolymer.Tl.en^ 

fl,e rods were first washed wiU. distilled water and soaked firt.er in distined water for 2 
hours to remove all soluble and difWble materials such as firee DTPA and 
glutaraldehyde. 

r,rr^r^.^^r. ^ to the PPT A-l iiiTced polYfN-[3-aininopropyl] 

Ja dtp ^ disp nrs.d in the gei^coatms 

After the cross-lirddng the gel-coating on the guide-wire with glutaraldehyde. the 
wi^ was soaked inasolutionofl.70gGdCl3.6H2Odissolvedin300mLof distilled water 
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for 8 to 10 hours. Then, the wire was washed with distilled water aiid further soaked for 8 
to 10 hours to remove free GdCl3. Finally the gel-coated wire was dried in air. 
Results 

The guide-wire with a functional gelatin coating, in which DTPA[Gd(in)] linked 
5 polymer was dispersed and cross-linked with gelatin, was imaged in a canine aorta using 
2D and 3D RF spoiled gradient-recalled echo (SPGR) sequences. Typical scan parameters 
for 2D SPGR sequence were: TR = 18 ms, TE = 3.7 ms. acquisition matrix = 256 X 256, 
FOV = 20 cm X 20 cm, slice thickness = 3 nun, and flip angle = 30°. Typical scan 
parameters for 3D SPGR sequence were: TR = 8.8 ms, TE = 1.8 ms. acquisition matrix = 
10 5 12 X 192, FOV = 20 cm X 20 cm, slice thickness = 2 mm, and flip angle = 60°. 

These results are shown in Figure 18. In the experiments, the thickness of the 
gelatin coating is about 60|j.m. The diameter of the coated guide wire is about 0,038 in and 
the length of coated part is around 60 cm. Figure 18 is the 3D maximum-intensity- 
projection (MIP) MR image of the guide wire 10 minutes after it was inserted into the 
15 canine aorta. The coated guide wire is visible in canine aorta as shown in Figure 18. The 
signal of the coated guide-wire is very bright and improved with time. 

Example 13: Synthesizing diethylenetriaminepentaacetic dianhydride (DTPAda); 

functional coating on a guide wire and catheter; cross-linking of the gel- 
20 coating on the guide wire and catheter; and complexing Gd(III) to the 

DPTA-linked gelatm dispersed in the gel-coating. The schematic structure 
of the coating and chemistry detail are illustrated in Figure 19 and 20. 

Again, the same materials set forth in Example 11-12 were used in conjunction 
25 with Example 13. The catheter used in this example is a commercial product from Target 
Therapeutics, Inc. (San Jose, California 95134) having a length of 120 cm and diameter of 
4.0F. 

Synthesizing Diethylenetriaminepentaacetic dianhvdride (PTPAda't 
1.08 gram of DTPA (2.7 mmol), 2 mL acetic anhydride and 1.3 mL pyridine were 
30 stirred for 48 hours at 60° C and then the reaction mixture was filtered at room 
temperature. The solid product was washed to be free of pyridine with acetic anhydride 
and then with diethyl ether and is dried. 

Coupling of Diethylenetriaminepentaacetic acid fPTPA'i to gelatin 
0.6 g gelatin (0.16 mmol of lysine residue) was dissolved in 20 mL of distilled 
35 water at 60° C for 1 hours. Then the solution was kept above 40° C. 1/3 of the gelatin 
solution and 1/3 of the total DTPAda weighing 0.5 g (1.4 mmol) were successively added 
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.„ 20 «L of water at 35» C «ifl> ^ng. "nus step was earned o„, by keeping solution 
pH constant at .0 with 6 N NaOH. This op^ation was repeated until all toe reagents we 
consumed The fina, mixmre was stirred for an additional 4 hours. H^o, the pH of the 
mixture was adjusted to 6.5 by adding 1 N HNO3. 
5 Hin^t inn-l cnali" ff " H P I "''"- -wim and catheter 

5 Og OTPA linked gelatin and DTPA mixtirre (around 1:1 by weight) and 20 g of 
ftesh gelatin were dissolved in 100 mL distiU^ water at 60" C for one hour with shrrmg. 
The solution wastransfertedte along glaasnrbewift a jacket and kept in the water 
«.e jaoke, a, 35=C. A part of (60cm) a guide wire was then dipped into the solution. After 
to removing the guide-wire ftom the solution, it was cooled to room temperati^ m ord«^ 
allow a gel^oating to ehiU-set, i.e.. to form as a hydrogel coating on the rod sur&ce. The 
fi^l dry thickness of gel-eoating was aromrd 30^m.. The same procedure may be repeated 
.0 overcoat additionallayersof the gel. menitwasrepeated twice, the flnaldrytinckness 

of gel-coating was around 60^m. 
15 Using the same procedure, a part of (45 cm) catheter (diameter 4.0F) was coated 

with such functional gelatin, in which DTPA linked geUtin dispersed 
(> y-liii1dng "f ""l-coatinp on F6 rod^ 

Several minutes after tite gel-coating, the coated guide wire and catheter were 
3„akedm0.5%gh«araldehyde3(K)mlfcr2hoursinordertocross.link,hegelatin»^^^^ 
20 Then.guidewi.eandcatheterwerefirs.washedwi.hdistiUedwa.er,nd.aked«^^ 
2 hours to remove aU soluble ^d difihsible materials such as fee DTOA and 
glutaraldehyde. 

After the cross-linking fte gel-coating on guide wire and catheter wrfl. 
25 glutioldehyde, tire rods were soaked in a solution of 1.7 g GdCl3.6H20 dissolved in 300 
^lofdistiUedwaterforSti, 10 hours. Then the guid^wire and caflreter were washed w^ 
distilled water and ftrther soaked for 8 tolO hours to remove Iree GdClj. Fmally the 

gel-coated guide-wire and catheter were dried in air. 

30 ^^ide-wire and catheter wito a Actional gelatin coating, in which 

DTPAlGdOIDl linked gelatin was ffispersed. was imaged m a canine aorta usmg 2D =md 
3D RF spotted gradie.t-recan«i echo (SPGR) sequences. Typical scanpa«me,ers for 2D 
SPGR sequence wen=: TR - 18 ms, TE > 3.7 ms. acquisition matrix = 256 X 256, FOV - 
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20 cm X 20 cm, slice thickness = 3 mm, and flip angle = 30°. Typical scan parameters for 
3D SPGR sequence were: TR = 8.8 ms, TE = 1.8 ms. acquisition matrix = 512 X 192, 
FOV = 20 cm X 20 cm, slice thickness = 2 mm, and flip angle = 60°. These results are 
shown in Figure 20. In the experiments, the thickness of gelatin coating is 60jim. The 
5 diameter of the coated guide-wire is 0.038in and the length of coated part is around 60 cm. 
Figiu-e 21 is the 3D MIP MR image of the guide wire 30 minutes after it was inserted into 
the canine aorta. The coated guide-wire is visible in canine aorta as shown in Figure 21. 
The signal of the coated guide-wire improved with time. 

The catheter with a functional gelatm coating, in which DTPA[Gd(ni)] linked 

10 gelatin was dispersed, was imaged in canine aorta, the results of which are shown in Figure 
22. In the experiments, the thickness of gelatin coating is BOpm. The diameter of the 
coated catheter is 4.0F and the length of coated part is around 45 cm. Typical scan 
parameters for 3D SPGR sequence were: TR= 8.8 ms, TE = 1.8 ms. acquisition matrix = 
512 X 192, FOV = 20 cm X 20 cm, sHce thickness = 2 mm, and flip angle = 60°. Figure 

15 22 is the 3D MIP MR image of the catheter 20 minutes after it was inserted into the canine 
aorta. The coated catheter is visible and bright in canine aorta as shown in Figure 22. The 
MR signal intensity of coated catheter improved with time. 

In summary, the present invention provides a method of visualizing pre-existing 
medical devices xmder MR guidance utilizing a coating, which is a polymeric- 

20 paramagnetic ion complex, on the medical devices. The methods practiced in accordance 
with the present invention provide various protocol for applying and synthesizing a variety 
of coatings. 

While the present invention has now been described and exemplified with some 
specificity, those skilled in the art will appreciate the various modifications, including 

25 variations, additions, and omissions, which may be made in what has been described. 
Accordingly, it is intended that these modifications also be encompassed by the present 
invention and that the scope of the pi'esent invention be limited solely by the broadest 
interpretation that can lawfully be accorded the appended claims. All printed publications, 
patents and patent applications referred to herein are hereby fiilly incorporated by 

30 reference. 
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We claim: 

5 1. A method of making a medical device magnetic-resonance imageable, the 

method comprising: 

providing a coating on the medical device in which a paramagnetic-metal 

^Viplfltpi nf the oaramagnetic- 
ion/chelate complex is encapsmaieo oy a mat ^jruxw^-. 

metal-ion/chelate complex being linked to a fimctional group, and the functional group 
10 being an amine group or a carboxyl group. 

2 The method of claim 1, wherein at least a portion of the medical device is 
made from a solid-base polymer, and the method further comprises treating the soUd-base 
polymer to yield the functional group thereon, the complex accordingly being covalently 

1 5 linked to the medical device. 

3 The method of claim 2. wherein treating fee soUd-base polymer comprises 
plasma treating the soUd-base polymer with a plasma gas which is hydrazine, ammonia, a 
chemical moiety of a nitrogen-hydrogen combination or combmations thereof, and 

20 wherein the resulting plasma-treated fonctional group is an amine group. 

4. The method of claim 2. wherein treating the solid-base polymer comprises 
plasma treating the soUd-base polymer with a plasma gas which is carbon dioxide or 
oxygen, and wherein the resulting plasma treated functional group is acarboxyl group. 

25 

5. The method of claim 2. wherein treating the soUd-base polymer compnses 
melt coating with a hydrophilic polymer or precoating with a hydrophilic polymer 
containing primary amine groups. 

30 6. The method of claim 2. wherein the chelate is covalently linked to the 

fimctional group by an amide link^e. 
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7. The method of claim 2, wherein the polymer is selected from the group 
consisting of polyethylenes, polypropylenes, polyesters, polyamides, 
polytetrafluoroethylene, polyurethanes, polyamino undecanoic acid, polydimethylsiloxane, 
polyglycols, polyoxyethylenes, polysorbate 60, stearate and pahnitate esters of sorbitol 

5 copolymerized with etliylene glycol, polyvinyl acetate phthalate, polyvinyl alcohol and 
polystyrene sulfonate. 

8. The method of claim 2, wherein the paramagnetic-metal ion is designated 
as M"*, and M is a lanthanide or a transition metal which is iron, manganese, chromium, 

10 cobalt or nickel, and n is an integer that is 2 or greater. 

9. The method of claim 8, wherein M is a lanthanide and the lanthanide is 
gadolinium. 



15 10- The method of claim 2, wherein the chelate is selected from flie group 

consisting of diethylenetriaminepentaacetic acid (DTPA), 1,4,7,10-tetracyclododecane- 
N,N',N",N"'-tetraacetic acid (DOTA) and 1,4, 8,ll-tetraazacyclotradecane-N,N',N",hP"- 
tefraacetic acid (TETA), diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 
(DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyetiiylamide) (DTPA- 

20 BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triaza«ndecanedionic 
acid (EOB-DTPA), benzyloxypropionictetraacetate(BOPTA), (4R)-4- 
[bis(carboxymethylamino]-3,6,9-triazaundecanedionic acid (MS-325), 1,4,7- 

tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane (HP-D03A), 
and D03A-butrol. 



25 



1 1 . The method of claim 1 0, wherein the chelate is DTPA. 



12. The method of claim 2, wherein the first hydrogel is collagen, gelatin, 
hyaluronate, fibrin, alginate, agarose, chitosan, poly(acryKc acid), poly(acrylamide), 
30 poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 
glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl 
alcohol), polyphosphazenes, polypeptides or a combination thereof. 
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13. The method of claim 2, wherein a Uricer or spacer molecule hnks the 
chelate of the paramagnetic-metal-ion/chelate complex to the functional group, and lixe 
linker or spacer molecule is lactam or diamine. 

5 14. The method of claim 2, further comprising chill-setting the coating after the 

coating is provided on the medical device. 

linker to cross-link 

15. The method oi ciaun luiiuci wjiupixoi^b 

the polymer and the &st hydrogel to form a hydrogel overcoat 

16. The method of claim 15. wherein the polymer contains an amine group and 
the hydrogel contains an amine group. 



17. The 



method of claim 15, wherem the cross-Unker is glutaraldehyde. 



18. Hie method of claim 17, wherein the polymer has an amine group, and the 
cross-linker connects the amine group to an aldehyde moiety of the glutaraldehyde. 

19. The method of claim 1, wherem the functional group is a fimctional group 
20 of a polymer. 

_ 20. me method of claim 19, wherein the polymer is poly(N[3-aminopropyl] 
methacrylamide), and has the following repeating unit stmcture: 

CH3 

<!;-N-CH2CH2CH2NH2 

u 

25 21. The method of claim 19, further comprising chill-setting the coating after 

providing the coating on the medical device. 
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22. The method of claim 19, further comprising using a cross-linker to cross- 
link the polymer and the first hydrogel to form a hydrogel overcoat. 

23. The method of claim 19, wherein the polymer is not covalently linked to the 
5 medical device, 

24. The method of claim 19, wherein the paramagnetic-metal ion is designated 
as M"^, and M is a lanthanide or a transition metal which is iron, manganese, chromium, 
cobah or nickel, and n is an integer that is 2 or greater. 

10 

25. The method of claim 24, wherein M is a lanthanide and the lanthanide is 
gadolinium. 

26. The method of clahn 19, wherein the chelate is selected from the group 
15 consisting of diethylenetriaminepentaacetic acid (DTPA), 1,4,7,10-tetracyclododecane- 

N,N',N",N'"-tetraacetic acid (DOTA) and 1,4, 8,ll-tetraazacyclotradecane-N,N',N",N"'- 
tetraacetic acid (TETA). diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 
(DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyethylamide) (DTPA- 
BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triazaundecanedioiiic 
20 acid (EOB-DTPA), benzyloxypropionictetraacetate(BOPTA), (4RH- 
[bis(carboxymethylamino]-3,6,9-triazaundecanedionic acid (MS-325), , 1,4,7- 

tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane (HP-D03A), 
andD03A-butrol. 

25 27. The method of claim 19, wherein the first hydrogel is collagen, gelatin, 

hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), 
poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 
glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl 
alcohol), polyphosphazenes, polypeptides or a combination thereof. 

30 

28. The method of claim 19, wherein a Hnker or spacer molecule links the 
chelate of the paramagnetic-metal-ion/chelate complex to the functional group, and the 
linker or spacer molecule is lactam or diamine. 
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15 



29. mmethodofclaimUwhereinthefimctionalgroupisafunction^ 
of a second hydrogel 

30 The method of clam. 29, wherein the first hydroeel and th. second hydrogel 
are selected flom the group consisting of collagen, gelatin, hyatoronate, fitafa, algmate. 

chitosan. poMacryUc acid), po.y(acrylanride), po.y(2-hydroxyettry, 

..i..^^i,„i.n« olvmlVnoMethvlene oxide), 
methacrylate), polyCN-isopropylacryianuue^ v~-.,k_-.-, — = - 

p„,y(ethyle„e orid.>block.polyOac«c acid., poly(vinyl alcohol), a polyphosphazene. a 
,0 polypeptide and combinations ther«,f. and wherein me first hydrogel and ^e second 
hydrogel are the same or different. 

31. The method otclaim 30. wherein the first hydrogel and second hydrogel are 

gelatin. 

32. The method of claim 29, wherein the complex is mixed with the first 
hydrogel to produce the coating. 

33. The method of claim 29. further comprising chill-setting the coating after 
20 providing the coating thereon. 

34. The method of claim 29. further comprising using a cross-linker to cross- 
liuk the first hydrogel and the second hydrogel to form a hydrogel overcoat. 

25 35. The method of claim 34. wherein the cross-liuker is glutaraldehyde. 

36 me method of claim 29. wherein the paramagnetic-metal ion is designated 
as and M is a lanthanide or a transition metal which is iron, manganese, chromimn. 
cobalt or nickel, andn is an integer that is 2 or greater. 

37. m method of claim 36. wherein Mis a lanthanide and the lanthanide is 
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38. The method of claim 29, wherein the chelate is selected from the group 
consisting of diethylenetriaminepentaacetic acid (DTP A), 1,4,7, 10-tetracyclododecane- 
N,N',N",N'"-tetraacetic acid (DOTA) and 1,4, 8,ll-tetraazacyclotradecane-N,N',N",N"'- 
tetraacetic acid (TETA). diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 

5 (DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyethylamide) (DTPA- 
BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triazaundecanedionic 
acid (EOB-DTPA), benzyloxypropionictetraacetate(BOPTA), (4R)-4- 
[bis(carboxymethylamino]-3,6,9-triazaundecanedionic acid (MS-325), 1 ,4,7- 
tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane (HP-D03A), 
10 andD03A-butrol. 

39. The method of claim 36, wherein the first hydrogel is gelatin, the second 
hydrogel is gelatin and the chelate is DTP A. 

15 40. The method of claim 29, wherein a linker or spacer molecule links the 

chelate of the paramagnetic-metal-ion/chelate complex to the functional group, and the 
linker or spacer molecule is lactam or diamine. 

41. A medical device capable of being magnetic-resonance imaged, the device 
20 comprising: 

a chelate linked to a functional group, the functional group being an amino 
or a carboxyl group; 

a paramagnetic-metal ion coordinated with the chelate to form a 
paramagnetic-metal-ion/chelate complex; and 
25 a first hydrogel encapsulating the paramagnetic-metal-ion/chelate complex. 

42. The device of claim 41, wherein at least a portion of the medical device is 
made of a solid-base polymer, and the functional group is a functional group on the solid- 
base polymer, and the paramagnetic-metal-ion/chelate complex is accordingly covalently 

30 Unked to the medical device. 



43. The device of claim 42, wherein the functional group on the solid-base 
polymer is formed by treating tiie substrate to yield the functional group thereon. 
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44 The device of claim 43, whereiB treating the aoUd-base polymer comprises 

p,asma.ea«nsthesolid..a.epo.ymerwithap.asmasas«hichisoa*on^~ 
hydrazine, ammonia, a chemical moiety of a mtrogen-hydrogen combtnatron 

5 combinations thereof. 

45 The device of claim 43, wherein Seating the solid-base polymer comprises 

. «r.pn«tinf- with a hvdrophilic polymer 

melt coating with a hydropmuc pu^ym.. ^ 

containing primary amino groups. 

46 The device of claim 42. wherdn the polymer is selected ftom the group 
of polyethylenes, polypropyl^e^ polyesters. polyamrdes. 

I 1 , „! nolvu^ethancs polyamino »ndec»>oic acid, polydimeflrylsiloxan.. 
nolvtetrafluoroethylene, polyuretnanes, puiy<i"^ ^ „„^Kitni 

poWycols. polyoxyethylenes, polysorbate 60. ste^te and palmrtate ^ t 

polystyrene sulfonate. 

47 The device of claim 42. «he«m the p^gnetic-metal ion is designated 
, and M is a lanthanide or a transition metal which is iron, manganese, chrommm, 
20 cobalt or nickel, and n is an integer that is 2 or greater. 

48. The device of claim 47. wherein M is a lanthanide and the lanthanide is 

gadolinium. 
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49. The device of claim 42, wherein the chelate is selected from the group 
consisting of diethylenetriaminepentaacetic acid (DTP A), 1, 4,7,1 0-tetracyclododecane- 
N,N',N",N"'-tetraacetic acid (DOTA) and 1,4, 8,ll4etraazacyclotradecane-N,N',N'*,lsr''- 
tetraacetic acid (TETA)., diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 

5 (DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyethylamide) (DTPA- 
BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triazaundecanedionic 
acid (EOB-DTPA), ben2ylo3cypropiomctetraacetate(BOPTA), (4R)-4- 
[bis(carboxymethylaniino]-3,6,9-triazamidecanediomc acid (MS-325), 1 ,4,7- 
tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane (HP-D03A), 
10 andD03A-butroL 

50. The device of claim 42, wherein the first hydrogel is collagen, gelatin, 
hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), 
poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 

15 glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-'poly(lactic acid), poly(vinyl 
alcohol), polyphosphazenes, polypeptides or a combination thereof. 

51. The device of claim 42, wherein a linker or spacer molecule links the 
chelate of the paramagnetic-metal-ion/chelate complex to the functional group, and the 

20 linker or spacer molecule is lactam or diamine. 

52. The device of claim 42, wherein the polymer and the first hydrogel are 
cross-linked to produce a hydrogel overcoat using a cross-linker. 



25 



53. 



54. 

of a polymer. 



The device of claim 52, wherein the cross-linker is glutaraldehyde. 

The device of claim 41, wherein the fimctional group is a ftmctional group 
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55. The d«i« of claim 54. wherein to polymer has fte following repeatag 
unit structure: 



CH3 

(L_44-CH2CH2CH2NH2 

56. The device of claim 54. wherein to ^lymer is not oovalenUy linlced U> the 

medical device. 

57. The device of clata 54, whereh. a coss-linker cross-Hnks to polymer and 
the first hydrogd to produce a hydrogel overcoat 

58. The device ofdaim 57, wherein to cross-linker is glutaraldehyde 

59 The device of claim 54. wherein to paramagne.io-me.al ion is designat«i 
, M", and M is a l^thamde or a transition metal which is iron, manganese, chromrnm. 
15 cobaltornickeUandnisanintegeidratisZorgreater. 

60. The device of claim 59, wherdn M is a lantonide and to lantonide is 
gadolinium. 

61 The device of cWm 54. wherein to chelate is seleced ftom to gronp 

oonsis^ng' of diedrylene.riamin.pen.a.ce«c acid (OTPA). 'A"-— :^-r 

A mnTA^ and 1 4 8 ll.tetraazacyclotradecane-N,N ,M ,iN 
NK'N"N"'-tetraacetic acid (DOTA) ana i,^, o.n ^ , . 

„ic acid (TBTA)., die.ylene«aminepentaaceUc ^^-^^^'^^^ 

■ ■ ^o«taarpfir flcid-NN'-bis(methoxye1ivylaimde) (Dlt-A- 

O^A-BMA). ^y''^^''''^'^''^'^^' , ^..riazanndecanedionic 
25 BMEA). s.4-(4-e*oxybenzyl)-3.6,9-tnsl(carboxyla.ome*yl ] 3,6^9 tt^^^ 

(EOB-DTPA), benzyloxypropioniCettaacetateCBOPTA) (4R) 
[his(ca,b„xymeflrylannnol.3.6,9-triaza„ndecanediomc acid (MS-325, - 
Uarbo.yme*y.).,0-(Z'-hydro.«.ropyl)-1.4.7.10..e«aazacyclod^^^^^ (HP-D03A). 

andD03A-butrol. 



20 
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62. The device of claim 61, wherein the chelate is a DTP A. 

63. The device of claun 54, wherein the first hydrogel is collagen, gelatin, 
5 hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), 

poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 
glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl 
alcohol), polyphosphazenes, polypeptides or a combination thereof. 

10 64. The device of claim 54, wherein a linker or spacer molecule links the 

paramagnetic-metal-ion/chelate complex to the fimctional group, and the linker or spacer 
molecule is lactam or diamine. 

65. The device of claim 41, wherein the fimctional group is a fimctional group 
15 of a second hydrogel. 

66. The device of claim 65, wherein the first hydrogel and the second hydrogel 
are selected from the group consisting of collagen, gelatin, hyaluronate, fibrin, alginate, 
agarose, chitosaa, poly(acrylic acid), poly(acrylamide), poly(2-hydroxyethyl 

20 methacrylate), poly(N-isopropylacrylamide), poly(ethylene glycol)/poly(ethylene oxide), 
poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl alcohol), a polyphosphazene, a 
polypeptide and combinations thereof, and wherein the first hydrogel and the second 
hydrogel are the same or different. 

25 67. The device of claim 65, wherein the first hydrogel and second hydrogel are 

gelatin. 

68. The device of claim 65, wherein the first hydrogel and the second hydrogel 
are cross-linked using a cross-linker to forai a hydrogel overcoat. 

30 

69. The device of claim 68, wherein the cross-linker is glutaraldehyde. 
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70 The device of claim 65, wherein the paramagnetic-metal ion is desi^ated 
as and M is a lanthanide or a transition metal which is iron, manganese, chromium, 
cobalt or nickel, and n is an integer that is 2 or greater. 
5 n. Tl.e device of claim 70, wherein Mis a lanthanide and the lanthanide is 

gadolinium. 

. -i frnm the eTOUP 

72 The device of claim 65. wherem me cnei^o . - 

eons*s of di«hy— epen«e«c acid (DTPA), lA7.1«odoa.».e- 

.iA mOTA^ and 1 4, 8.11-teti^acyclotradecane-N.N .N ^ - 
N N' N" N"'-teti:aacetic acid (DUiA) ana i.t. o.i ^ 

«l.:ce;o acia CIBTA).. aie«>,— nepen«a««c acM-N.N.-«^) 

«>id (BOB-0TPA), benzyloxypropiomctetraac«ale(MPTA), (4R)^^^ 

Irno°XSlTp'-»ropyl)-lA7.10-.e.raaz^^ '^■^'^'>- 
andDOSA-butirol. 

73 -m« device of claim 65. wherein a liricer or spacer molecule liri^s the 
20 par^gnetic»eUl-io,.c.ela.e complex d>e fimcdonal group, and d,e linker or spacer 

molecule is lactam or diamine. 

74 A method of reducmg the mobility of paramagneScmetal-ion/ehelate 
complexes covalenfly lin^d to a soUd-base pdlymer of a medical device, the method 

providing a medical device havh,g paramasuedcmeta..ion/chela.e 
complexescovalenUylinkedto the soUd-basepolymerofthe medical device; a^ 

encapsulating at leas, one of the paramagnetic-metaHon/chelate complexes 
^.valently linked to the medical device with a hydmgel. the hydrogel reducing the 
mobility of at least one of the paramagnetic-metal-ion/chelate complexes, and 
thereby erJrancing the magnettc-resonanee imageabiUty of the m»lical dev.ce. 



wo ()3/()94975 PCT/L 502/41)007 

-54- 

75. The method of claim 74, wherein providing a medical device having 
paramagnetic-metal-ion/chelate complexes covalently linked to the solid-base polymer of 
the medical device further comprises plasma treating at least a portion of the solid-base 
polymer of the medical device before covalently linking the complex thereto, in order to 

5 provide functional groups selected from the group consisting of amino groups and 
carboxyl groups linked thereto. 

76. The method of claim 75, wherein providing a medical device having 
paramagnetic-metal-ion/chelate complexes covalently linked to the solid-base polymer of 

10 the medical device further comprises covalently linking the paramagnetic-metal- 
ion/chelate complexes to the functional groups. 

77. The method of claim 76, wherein a linker or a spacer molecule links the 
paramagnetic-metal-ion/chelate complexes to the functional groups, and the linker or 

1 5 spacer molecule is lactam or diamine. 

78. The method of claim 74, wherein the hydrogel is collagen, gelatin, 
hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), 
poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 

20 glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl 
alcohol), polyphosphazenes, polypeptides or a combination thereof. 

79. The method of claim 74, wherein the polymer is selected from the group 
consisting of polyethylenes, polypropylenes, polyesters, polyamides, 

25 pol)4etrafluoroethylene, polyurethanes, polyamino undecanoic acid, polydimethylsiloxane, 
polyglycols, polyoxyethylenes, polysorbate 60, stearate and palmitate esters of sorbitol 
copolymerized with ethylene glycol, polyvinyl acetate phthalate, polyvinyl alcohol and 
polystyrene sulfonate. 

30 80. The method of claim 74, wherein the paramagnetic-metal ion is designated 

as ]Vr^, and M is a lanthanide or a transition metal which is iron, manganese, chromium, 
cobalt or nickel, and N is an integer that is 2 or greater. 
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The mctod of data. 80, wherein M is a lan«e and *e l»lhanide is 

gadolinium. 

S2 m n>e*od of clain, 74. wherein .he ehelate is selected ^ 

,,1^ mxPAl 1 4 7,10-tetracyclododecane- 
5 consists of diettiylenetriaminepentaaoehc aad (DTPA). 1, . 

NN'N"N"-t«raa«tic acid (DOTA) =«i 1.4, 8,11-— ydotradecane-HN 

-d miA) diefliylenettiaminepentaacefic acidWs(me4ylam.de) 
tetraacetic acid (TbiA)., aieinyi ^ ^ ...j.n mTOA. 

(DWA-BMA), diefl>y.ene«anunepen.aacetic acidW*C»emoxye«>„ 

.t. 1 -^.T^figtriazaundecanedionic acid (MS-3ZDJ, 
[bis(carboxymethylammo]-3,6.9 tnazaun (HP-DOSA), 

tris(carboxymethyl)4(K2'-hydroxypropyl)4A7.10-tetraa^^^^^ 
andD03A-butrol. 

S3. Ame«>od»ann&cturinga™gnetic-resonance-in.ageablem»iicaldevice. 

the method comprising: 

r^r^i^^aihydrogeuofor^ahydrogelove^^^ 
^j:etre.ldevice,.e*inhavin.a™e.ie-.ne.al-io..^^ 

20 linked thereto. 

.hen.ett.oaofclai»8,.wherein««con.plexislh*ed.««ch^bya 
^.c^ona, group on d,e chain, ^ fi.cho»l group he.g an an^e ^up or a carhoxyl 
gyoup. 

85 The method of clahn 84, Wherein me paranragnetic-n.eUl-io„/chela« 
.n^lex is fomted by coordinating a pa»nagnetio-n.e.al-ion wi* the chelate. 



86 

30 



The method otclaim 83, wherem the chain is a polymer cham. 



87 The memod of claim 86. wherein the medical device has a surfece, »od me 

3^e is at least parUaUy made .om or coated with a sohd-h- P<^y™« — 
;iymerchain.andthecomple.ismerehycova,enaylin.edtomemed.ca.dev.ce. 
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88. The method of clami 87, wherein the functional group is formed by plasma 
5 treating the solid-base polymer. 

89. The method of claim 87, wherein the solid-base polymer is selected from • 
the group consisting of polyethylenes, polypropylenes, polyesters, polyamides, 
polytetrafluoroethylene, polyurethanes, polyamino undecanoic acid, polydimethylsiloxane, 

10 polyglycols, polyoxyethylenes, polysorbate 60, stearate and pahnitate esters of sorbitol 
copolymerized with ethylene glycol, polyvinyl acetate phthalate, polyvinyl alcohol and 
polystyrene sulfonate. 

90. The method of claim 87, wherein the paramagnetic-metal ion is designated 
15 as M"^ and M is a lanthanide or a transition metal which is iron, manganese, chromiimi, 

cobalt or nickel, and n is an mteger that is 2 or greater. 

91. The device of claim 90, wherein M is a lanthanide and the lanthanide is 
gadolinium. 

20 

92. The method of claim 87, wherein the chelate is selected from the group 
consisting of diethylenetriaminepentaacetic acid (DTPA), 1,4,7,10-tetracyclododecane- 
N,N',N",N"'-tetraacetic acid (DOTA) and 1,4, 8,ll-tetraazacyclotradecane-N,N',N",N"'- 
tetraacetic acid (TETA), diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 

25 (DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyethylamide) (DTPA- 
BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triazaundecanedionic 
acid (EOB-DTPA), benzyloxypropionictetraacetate(BOPTA), (4R)-4- 
[bis(carboxymethylamino]-3,6,9-triazaundecanedionic acid (MS-325), 1 ,4,7- 
tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane (HP-D03A), 

30 and D03A-butrol. 
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93 The method of claim 87, wherein the hydrogel is collagen, gelatin, 
,,a— , fibrin, alginate, agarose, chitosan, poly(acryUc ^^^^'y^^;';^^ 
p ly(2.hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(« 
gi)/poly(eIylene oxide), poly(ethylene oxide)-bloc..poly(lactic acd), poly(vmyl 
5 alcohol), polyphosphazenes, polypeptides or a combination thereof. 

94. Tl.emethodofclaim86.whereinthepolymerchainisnotcovalentlylinked 
to the medical device. 

10 95. Tte method of claim 94, «h«ein the polym« chain is poly(N-[3- 

aminopropyl] methacrylamide). 

96 The method of claim 94, wherein me chelate is attached to the polymer 
chain by an amine gmnp of thepolyCK-P-aminopropyl] methacrylamide). 

97 •n,emethodofchto94,whereinteparamagne.ic-metalionisdesi^.ed 
^ M-*. and M is a lanthamde or a transition metal which is iron, manganese, chromnm,, 
cobalt or nickel, and n is an integer that is 2 or greater. 

20 98. Theme,hodofcl^97,wheremMisalanth^deandth.lan.hamdeis 

gadolinium. 

99 The meftod of claim 94, wherein the chelate is selected iiom the group 
insisting of diethylenetriaminepentaac^ic acid (DT.A), .A^^O-tetracyc^dodecane- 

^ -A mnTA^ and 1 4 8,ll-tetraazacyclotradecaae-N,M ,M ^ - 
9'> NN'N",N"'-tetraacetic acid (DOTA) ana i,^, 

acid Cl^TA), diethylene^aminepentaace^c acld.N;,.-bis(m« 
(DTPA-BMA). diethylenetriaminepentaacetic acid-NJ^'-bisCmethoxyethylamtde) (DTPA- 
La, s^4^o«3.6,9-trist(carboxylatome.hyl,^^^^^^^ 
acid (EOB-DTPA), benzyloxypropionictetraacetateCBOPTA), (4R) 
30 tbis(carboxymethylamino].3,6,9-triazam,decanediomc /^''"l^ 

.ris(carboxyme.hyl).10-(2'-h,droxypropy!>1.4.7,10-te.raazacyclododecane (HP-D03A). 

andD03A-butrol. 
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100. The method of claim 94, wherein the hydrogel is collagen, gelatin, 
hyaluronate, fibrin, alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), 
poly(2-hydroxyethyl methacrylate), poly(N-isopropylacrylamide), poly(ethylene 
glycol)/poly(ethylene oxide), poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl 

5 alcohol), polyphosphazenes, polypeptides or a combination thereof. 

101 . The method of claim 83, wherein the chain is a second hydrogel. 

102. The method of claim 101, wherein the first hydrogel and the second 
10 hydrogel are selected from the group consisting of collagen, gelatin, hyaluronate, fibrin, 

alginate, agarose, chitosan, poly(acrylic acid), poly(acrylamide), poly(2-hydroxyethyl 
methacrylate), poly(N-isopropylacrylamide), poly(ethylene glycol)/poly(ethylene oxide), 
poly(ethylene oxide)-block-poly(lactic acid), poly(vinyl alcohol), a polyphosphazene, a 
polypeptide and combinations thereof, and wherein the first hydrogel and the second 
1 5 hydrogel are the same or different. 

103. The method of claim 101, wherein the paramagnetic-metal ion is designated 
as M^^ and M is a lanthanide or a transition metal which is iron, manganese, chromium, 
cobalt or nickel, and n is an integer that is 2 or greater. 

20 

104. The method of claim 103, wherem M is a lanthanide and the lanthanide is 
gadolinium 

105. The method of claim 99, wherein the chelate is selected from the group 
25 consisting of diethylenetriaminepentaacetic acid (DTPA), 1, 4,7,1 0-tetracyclododecane- 

N,N',N",N'"-tetraacetic acid (DOTA) and 1,4, 8,ll-tetraazacyclot^adecane-N,N^N'^^^"- 
tetraacetic acid (TETA), diethylenetriaminepentaacetic acid-N,N'-bis(methylamide) 
(DTPA-BMA), diethylenetriaminepentaacetic acid-N,N'-bis(methoxyethylamide) (DTPA- 
BMEA), s-4-(4-ethoxybenzyl)-3,6,9-tris[(carboxylatomethyl)]-3,6,9-triazaundecanedionic 
30 acid (EOB-DTPA), benzyloxypropionictetraacetate(BOPTA), (4R)-4- 

[bis(carboxymethylamino]-3,6,9-triazaundecanediomc acid (MS-325), 1 ,4,7- 
tris(carboxymethyl)-10-(2'-hydroxypropyl)-l,4,7,10-tetraazacyclododecane ^.D03A), 
andD03A-butrol. 
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106. Th= me*od of oWm 83, wherdn chain and the hydrogel a« 

linked using a cross-linker. 



107. The 



„,ethod of claim 106, wherein the cross-Knker is glutaraldehyde. 
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(a) 




mm 





{i\,b) T\yo.tempoml sjiBRsbote from a time series 
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COOH 



nnn. dmap 



-NH2 HOOC \ / 

-T^H -h / NCH2CH2HCH2CH2N p^^^^ [j^sO. 60tC 24 h 



LT 



•NH2 



polymer basad medical d©/icB 
with afni ne groups on surface 



DTPA 



HOOC \ 

y NCH2CH2NCH2CH2l^ 



COOH 



COOH 



»MH— DTPA 
J^fT" DTPA 



-MH-DTPA |^Gd3 
^H-DTPA(Gd3^ 
-NH-DTPA 



COOH 



GdCl. 



H20,24h 



wercostedwith ailvclroqel ^ 




DCC: 1, 3-(iicyclohexyIcaibodiimide 
DMAP: 4-(dimethylamino>pyridine 
DTPA: diethylenetriaminepentaacetic acid 



Figure 8 
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Samples for MRI tests 




PE/ agarose PE-DTPA[GdaiI)]/ agarose PE/ (DTPA[Gd(III)]+agarose) 

Samples 1, 2, and 3 are soaked in yogurt, saline and human blood, respectively, in MRI tests 




myogurt Inal«(0.9%NaCUpH=5.0 i„h^,^5i^,d 
OsnDlanj^SOanOBmoVI) 



Figure 9 
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Figure 10 
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Figure 11 
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^ DTPA linker to primary polymer chain (1) 

I physisorptlon site of hydrogel chain on PEsurface (2) 



(cd^ DTP A-GdP+ complex (5) 



covalent links of polymer chains on PEsurface (3) 
cross-linker of hydrogel chains W 
cross-linker of primary polymer and hydrogel chains (4) 



.primary polymer chain linked to PE surface (6) 
gel polymer cliain (?) 



Figure 13 
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If hydrogel chain is poly(acrylamide), bisacrylam.de « crosshnker 



(4) a 



— c-cH,p-te- 

O=C-NH-CHrNH-p=0 

l-CHjCH-tg- 

N, N'-methylene-bisictylamide ctosslinket 

b. If hydrogel chain is gelatin, glutaraldehyde is crosslinker. 



-N-CH-CHi-CHl-CHt-CH-N 

(5) DTPA-Gd(III) complex 



H H 

DTPA-Gd(ni> complex 



(6) SurModics proprietary material 

(7) a.poly(acrylamide).-'-<^£;;^ 

b. gelatin— i^^-Jji-io- 

R H 

Figure 14 
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1 :5T;CARpeA0W : - S ' s^Xh-^^^^^ : 

Ex; 793 If ,;v;^r , ' •. ■ V: -y:'Wi-y&^^^^^^ 

T0RS0,^b|,3D^TDFS;F^st ; ■ ^ 0(30^^ iG» :™ 

Se:?] 8/18- ^^r:,V<;t. ;v: :• 'Xj:'! -^'^-V^^-Vi^^ --c^S" Acc:- 

Im: ^^6/15- ; :. ;:-:^-.|-^-v: 



512x5lf 



Mag: LOfj; 



TR: 8.8-^'>:-.:C::^ • ' 

2.Qthk/Q,-0 ^pfi-y:| . ■ 



Figure 15 




© DTP A linker to primary polymer chain (1) 

I physisorption site of hydrogel chain on PE surface (2) 

• cross-linker of hydrogel chains (3) 

• cross-Unkerof hydrogel chain-primary polymer chain 



Gd*^ 7 DTPA-Gd?"*" complex (4) 




' primary polymer chain (5) 
^^/\/\gel polymer chain (6) 



Figure 16 
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(1) -NH-CO-, amide linkage 

(2) Hydrophobic patches of PE surfaces 

(3) Hydrogel chain is gelatin, so glutaraldehyde is the crosslinker for both 
gelatin-gelatin and gelatin-primary polymer(amine containing), 

-N=CH-CHj-CH2-CH2-CH=N- 

(4) DTPA-Gd(ni) complex (5)poly(N-[3-aminopropyI]-methacrylamide) 

(T\ \ ..'-'->'''Ger /V. O =C-NH-CH2-CH2-CH2-NH2 

H H 



" " (6) gelatin 9 

DTPA-Gd(III) emiiiilex (-pi-C-l|(-]'^ 
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9 DTPA linker to hydrogel chain (i) 
? physisorption site of hydrogel chain on PE surface (2) 
^a-oss-Iinker of hydrogel chains (3) 

\^d^DTPA-Gd 3+ complex (4) 

hydrogel polymer chain (5) 

Figure 19 
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(1) -NH-CO-, amide linkage 

(2) Hydrophobic patches on PE surfaces 

(3) Hydrogel chain is gelatin, so glutaraldehyde is the crosslinker 

.N=CH-CH2-CHl-CHl-CH=*<- 



(4) DTPA-Gd(III) complex (5) gelatin 



X 



or-; L 0 o 0 



R H 



H H 

DTPA-Gd(in) complex 



Figure 20 
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